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PENICILLINASE-PROVED ALLERGY TO PENICILLIN IN POLIOMYELITIS 
VACCINE 


Murray C. Zimmerman, M.D., Whittier, Calif. 


EACTIONS, usually urticarial, have de- 
veloped after injections of poliomyelitis 
vaccine. These reactions might be due to 
chance, to psychic stress from the injec- 
tion, to traces of a contaminant allergen in the 
syringe, to intercurrent illness, or to a constituent 
or contaminant of the vaccine. In six patients here 
reported, the reactions were considered due to 
traces (from 1 to 200 units per cubic centimeter ) 
of penicillin present in poliomyelitis vaccine and 
were proved by (1) previous history of allergic 
reaction to penicillin, (2) present allergic reaction 
to poliomyelitis vaccine duplicating previous reac- 
tion known to be due to penicillin, (3) rapid clear- 
ing, after a single injection of penicillinase (a drug 
which destroys penicillin and has no effect on 
anything else), and (4) absence of further reaction 
when given a brand of poliomyelitis vaccine con- 
taining al] the same components except penicillin 
(less than 0.001 units of penicillin per cubic 
centimeter ). 


Constituents of Poliomyelitis Vaccine 


Contents * of poliomyelitis vaccine are as follows: 
1. Medium 199, or modifications thereof. (This is 
an artificial cell culture medium. It contains vita- 
mins and amino acids of small molecular size, 
probably not capable of sensitizing.) 2. Horse 
serum. (Final concentration in vaccine must be 
less than one part in one million. It is probably less 
than one part in five million.) 3. Phenolsulfon- 
phthalein, 0.002%, as indicator dye. 4. Soluble mon- 
key protein derived from blood or kidney. 5. For- 
maldehyde, 1:4,000 (may be neutralized to sodium 
bisulfite complex). 6. Preservatives (methylparaben 
and propylparaben, Wyeth; thimerosol [ Merthiolate] 


Six reactions in patients given injections 
of poliomyelitis vaccine were considered to 
be due to traces of penicillin present in the 
vaccine because each patient had had a 
previous similar reaction known to be due to 
penicillin allergy; the reaction after use of 
poliomyelitis vaccine duplicated the previous 
penicillin reaction; each patient obtained 
rapid clearing after being given a peni- 
cillinase injection (which would have no ef- 
fect on anything but penicillin); and no re- 
currence followed subsequent administration 
of another brand of vaccine containing all 
the same allergens except penicillin. Patients 
with previous penicillin allergy should receive 
penicillin-free vaccines. If this is impossible, 
penicillinase should be given prophylactical- 
ly preceding the vaccine injection. Before the 
use of penicillinase, a specific cause for re- 
actions to poliomyelitis vaccine had been 
hard to prove. Such reactions could be due 
to chance, to psychic stress from the injec- 
tion, to traces of a contaminant in the syringe, 
to intercurrent illness, or to a constituent of 
contaminant of the vaccine. The vaccine con- 
tains monkey protein, horse serum, formal- 
dehyde, preservatives, and other antibiotics 
—all potential causes of reaction. 


plus tetrasodium salt of ethylene diaminetetraacetic 
acid [Versene], Lilly; benzethonium [Phemerol] 
chloride, Parke Davis; or other preservative, at 
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manufacturer's discretion). 7. Poliomyelitis virus 
protein and nucleoprotein. 8. Antibiotics: penicillin, 
200 units per cubic centimeter, and streptomycin, 
200 units, are present in the original culture medi- 
um. Dilution, washing, filtration, and inactivation 
to produce the finished vaccine reduce this to be- 
tween 1 and 30 units of penicillin per cubic centi- 
meter. The manufacturer may reconstitute the 
culture by adding antibiotic to the original level, 
at two stages. 

The original specification required 200 units of 
penicillin and 200 units of streptomycin per cubic 
centimeter of reconstituted tissue culture. This was 
modified on May 26, 1955, allowing manufacturers 
to stop reconstituting with these antibiotics. Wyeth 
Laboratories substituted polymyxin B for the re- 
constituted penicillin. The penicillin content of 
finished Wyeth vaccine’ is below 0.001 units per 
cubic centimeter and probably below 0.000001 
units. Finished vaccines of other manufacturers 
contain from less than one unit to a maximum of 
200 units of penicillin per cubic centimeter. In 
response to letters, Parke Davis * stated, “as low as 
3-10 units/cc.”; Pitman-Moore,* “less than 20 U/cce.”; 
and Lilly,» “15 U/ce., maximum.” (Adenovirus 
vaccine is prepared in the same way as poliomye- 
litis vaccine, on the same monkey kidney tissue 
culture. It contains the same constituents, except 
that serotypes 3, 4, and 7 of adenovirus are sub- 
stituted for poliomyelitis virus. ) 


Report of Cases 


Six cases from private practice between May and 
November, 1957, indicate that penicillin reactions 
to poliomyelitis vaccine are relatively common. No 
search was made during the intensive mass immu- 
nization programs previously run, when tremendous 
numbers of patients were getting the vaccine. Many 
other cases of allergic reactions to poliomyelitis 
vaccine are known to me, but their cause was not 
proved. 


Case 1.—This patient (of Dr. M. Knoll), with a previous 
history of penicillin allergy, was given a first injection of 
1 ce. of poliomyelitis vaccine (Lilly ). He developed a classic 
urticarial reaction 9 days later, and for 22 days was treated 
with ACTH, metasteroids, antihistamines, and sedation. His 
condition was improved, but never controlled, by heroic 
doses of steroids. On the 22nd day of his eruption, he re- 
ceived 800,000 units of penicillinase (Neutrapen). His 
symptoms disappeared in 24 hours, and all other medications 
were discontinued. There was no subsequent recurrence. Six 
months later, the patient was given 1 cc. of penicillin-free 
poliomyelitis vaccine (Wyeth), without reaction. 


Case 2.—This 32-year-old man developed in three days a 
severe, acute, disabling, bullous dermatitis on the palms, 
soles, and medial thighs and oozing, infiltrated, nummular 
plaques on the arms and legs. He was diagnosed and treated 
for severe tinea pedis with “id.” Since he stated that he had 
had a similar eruption twice before, each time after a peni- 
cillin injection, he was questioned in detail about possible 
recent penicillin exposures. He denied receiving medication 
of any sort. After three weeks of treatment with ACTH, wet 
dressings, and mild fungicides, he was seen by me while his 
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regular doctor was on vacation. Since this patient had not 
improved, I requestioned him as to drug history. His state- 
ment, “You know, I had an eruption exactly like this twice 
before, each time after getting penicillin,” made me ask 
again about penicillin, and he denied receiving it. Finally, I 
asked him specifically about poliomyelitis vaccine. The 
patient suddenly snapped his fingers and his head in a 
Hollywood “double-take.” He said that he had had a “shot” 
of poliomyelitis vaccine during a free mass immunization 
drive and had completely forgotten about this. 

He was immediately given his second injection of polio- 
myelitis vaccine (with penicillin) a few minutes after 
receiving 800,000 units of penicillinase. I believed that the 
penicillinase would destroy the remaining penicillin from his 
first injection of vaccine (29 days before) as well as that in 
his second. Since I did not want the effect of the penicillinase 
masked, all other therapy was stopped immediately. The 
patient’s favorable response was complete and so dramatic 
as to provoke a report of “unbelievable” from his regular 
doctor, five days later. There was no recurrence. He was 
given Wyeth poliomyelitis vaccine, without reaction, four 
months later. (Previous vaccine was either Parke-Davis or 
Pitman-Moore. ) 


Case 3.—This 33-year-old woman (patient of Dr. P. Levan) 
had penicillin urticaria for three weeks, in January, 1957. 
She was well until October, 1957, when she received 1 cc. of 
poliomyelitis vaccine (either Parke-Davis or Pitman-Moore ). 
Nine days later, she developed severe urticaria. Five days 
after the onset, she was given 800,000 units of penicillinase; 
the urticaria cleared in 72 hours, without recurrence. In 
December, 1957, 1 cc. of poliomyelitis vaccine (Wyeth) 
caused no reaction. 


Case 4,—This patient (of Dr. J. Benson) had had chronic 
urticaria twice, each time after a penicillin injection. He had 
also developed mild, transient urticarial reactions after each 
ingestion of Roquefort cheese. The day after a l-cc. injec- 
tion of poliomyelitis vaccine (brand unknown), he developed 
a moderate urticarial response which continued for 16 days, 
in spite of administration of ACTH, antihistamines, and 
corticosteroids. On the 18th day after the poliomyelitis 
vaccine had been given, this patient received 800,000 units 
of penicillinase. All other therapy was discontinued. He was 
symptom-free in 24 hours, with no recurrence. Two weeks 
later, the patient was given 1 cc. of poliomyelitis vaccine 
(Wyeth), without reaction. 


Case 5.—This 15-year-old girl denied any previous allergy 
to penicillin or allergy to two previous injections of polio- 
myelitis vaccine. She had her third injection of the vaccine 
Nov. 9, 1957. About Nov. 23, she gradually developed 
scattered blisters on palms and soles and peculiar round 
plaques on the arms and legs, up to 5 cm. diameter, of 
acuminate grouped fine papules. She received no treatment 
for this condition, which became progressively worse until 
Dec. 19. At this time, an allergic reaction to penicillin in 
poliomyelitis vaccine was considered possible but unlikely. 
The patient was given 800,000 units of penicillinase as a 
differential diagnostic measure. During the next 24 hours 
the blisters on her palms and soles disappeared almost com- 
pletely and were gone in 72 hours. The plaques on the arms 
and legs showed rapid clearing and were completely gone in 
less than one week, without other therapy. Four weeks later 
1 ce. of poliomyelitis vaccine (Wyeth) evoked no reaction. 

Upon later questioning, the patient stated that she had 
had similar blisters on the palms and soles on two previous 
occasions, but much milder. These had cleared without treat- 
ment, and she was unable to recall whether they had fol- 
lowed the previous injections of poliomyelitis vaccine. She 
had had no penicillin in any other known form since 1955. 


Case 6.—This 34-year-old girl (patient of Dr. D. Frei- 
burger) had a penicillin injection at age one year, followed 
by severe generalized exfoliative erythroderma, persisting 
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through four weeks of hospitalization and steroid therapy. In 
April, 1957, she was given poliomyelitis vaccine (either 
Parke-Davis or Pitman-Moore), with no reaction. On Nov. 
12, 1957, she was given her second injection of poliomyelitis 
vaccine, 1 cc. (Pitman-Moore). On Dec. 3, a severe gen- 
eralized urticarial reaction started and became progressively 
worse on therapy with steroids, antihistamines, and starch 
baths. The patient finally required hospitalization. She was 
given 400,000 units of penicillinase on Dec. 13, with rapid, 
“dramatic” clearing in 24 hours. She was given a second 
400,000 units on Dec. 16 (probably superfluous). All other 
therapy was discontinued. There was no recurrence of the 
reaction. She had no reaction after being given 1 cc. of 
Wyeth poliomyelitis vaccine on Dec. 23, 1957. 


Comment 


Since monkey protein,” horse serum, and _ for- 
maldehyde, as well as antibiotics, may be allergens 
in very small dosage, it has been difficult to prove 
the cause of reactions subsequent to injections of 
poliomyelitis vaccine. Feinberg * reported the pos- 
sibility of primary sensitization to penicillin in 
very low concentration and stated, “The amount 
of penicillin in polio vaccine is small, but judging 
by its activity as determined by us in tests of 
passively sensitized skin, it is sufficient to produce 
reactions in highly sensitive patients.” Bierlein “ 
reported a patient going into shock from an intra- 
cutaneous skin test with three one-millionths of one 
unit of penicillin. This patient had a passive trans- 
fer skin test positive to 1:25 dilution of poliomye- 
litis vaccine. Coleman and Siegel ° showed in their 
patient that as little as one hundred-thousandth of 
one unit of penicillin could act as an eliciting dose 
for an allergic reaction. Clyde '° reported a gen- 
eralized urticarial reaction, starting one hour after 
a poliomyelitis vaccine injection, in a 12-month-old 
infant who had had a penicillin injection seven 
months earlier. This patient was given an injection 
of Wyeth poliomyelitis vaccine three months later, 
with no recurrence of symptoms. In spite of these 
reports, the literature is replete with assurances 
that the penicillin content of poliomyelitis vaccine 
is too small to be significant. 

All previous therapy for allergic reactions has 
been nonspecific, suppressing symptoms rather than 
eliminating cause. This is no longer true for peni- 
cillin allergy. In vivo destruction of the penicillin 
antigen is now possible with penicillinase. Penicilli- 
nase is a protein enzyme, secreted by many strains 
of bacteria. It destroys penicillin, degrading it into 
a nonantigenic (and nonantibiotic) substance— 
penicilloic acid. Penicillinase has no effect on any 
other constituent of poliomyelitis vaccine. It has no 
effect whatever on any allergic reaction not due to 
penicillin. 

By definition, the unit of penicillinase destroys 
in vitro one unit of penicillin in one minute, at 25 C 
and pH 7. The standard dose of penicillinase 
(Neutrapen), especially purified for parenteral 
injection in 2 °c. of sterile water, is 800,000 units. 
This is nontox. and nonantigenic. It may produce 
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local soreness and hence should be given deeply 
intragluteally. Penicillinase eliminated all symptoms 
of allergic reaction in about 95% of approximately 
200 previously reported patients with penicillin 
allergy. Over 80% of patients obtain clearing of 
the reaction with one injection.'' Penicillinase is 
the treatment of choice for penicillin reactions. 


Summary 


Penicillin is present in poliomyelitis vaccine (and 
adenovirus vaccine ) in concentrations varying from 
1 to 200 units per cubic centimeter, except in 
Wyeth poliomyelitis vaccine, which contains less 
than 0.001 units per cubic centimeter. There was 
sufficient penicillin in the vaccine (expect in one 
brand as reported in this paper) to cause allergic 
reactions in exceptional patients highly sensitive to 
penicillin. Six such allergic reactions, each duplicat- 
ing a previous reaction known to be due to peni- 
cillin allergy, have been studied. The rapid clearing 
after one penicillinase injection and the lack of 
reaction to a brand of penicillin-free vaccine is 
offered as proof that penicillin, rather than some 
other allergen, was the cause of reaction in each 
patient. In patients with a history of penicillin 
allergy, penicillin-free vaccines should be used. If 
this is impossible, penicillinase should be given 
prophylactically preceding the vaccine injection. 

301 E. Hadley St. 


The penicillinase used in this study was supplied as 
Neutrapen, through Dr. B. Marr Lanman, SchenLabs 
Pharmaceuticals, Inc., New York. 
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SCINTILLATING SCOTOMA 


CLINICAL AND ANATOMIC SIGNIFICANCE OF PATTERN, SIZE, AND MOVEMENT 


Paul W. Miles, M.D., St. Louis 


Scintillating scotoma presents a definite sequence 
of visual symptoms commonly associated as an aura 
with migraine. It could be considered a disease 
entity because it often occurs without headache or 
other sequelae.’ The typical attack begins with a 
homonymous (bilateral equal size and _ position ) 
blind spot just to the right or left of fixation which 
expands in diameter and in vertical length as it 
moves peripherally some 25 degrees over the dura- 
tion of about 25 minutes (fig. 1). The leading edge 
of this negative scotoma is a positive and very con- 
spicuous scintillating fortification figure. This term 
was suggested to early observers because of zigzag 
right angles as in a fort made to produce overlap- 
ping lines of fire. 

Attacks of scintillating scotoma have been de- 
scribed more often in executive or professional 
groups studied.” During the first 10 minutes, the 
subject cannot read and would find driving in city 
traffic dangerous. One subject was perturbed be- 
cause he could not read the telephone book to find 
his doctor's number. The attacks commonly come 
during activity, not relaxation. It has never been 
associated with epilepsy, but mental block or ab- 
sentmindedness, numbness and tingling of an arm 
or leg, and partial amnesic aphasia have been de- 
scribed. 

A doctor unfamiliar with the scintillating scoto- 
ma might think of apoplexy, cerebral aneurysm, or 
brain tumor. Regardless of the associated symp- 
toms, the diagnosis of typical scintillating scotoma 
improves the prognosis so much that a neurologist 
is not generally consulted. In most cases where the 
patient is calm and observing, the symptom se- 
quence can be described effectively and the diag- 
nosis made by telephone. If the first symptoms oc- 
cur in a patient aged 60 or more, the prognosis is 
not good * because of arteriosclerosis and impending 
vascular encephalopathy. The hemianopsia may be 
permanent in the senile patient. 

Attacks of scintillating scotoma usually begin 
between the ages of 30 and 50 years and may con- 
tinue indefinitely. It is considered familial and 
hereditary and may be due to a vessel anomaly in 
‘the visual cortex. The first account of scintillating 
scotoma without headache was apparently that of 
the English surgeon, John Abernethy, in 1826.* The 
relationship with migraine is usually considered 
one of degree of vascular spasm.’ Migraine com- 
monly stops at middle age, but scintillating scotoma 
does not. 


Assistant Clinical Professor of Ophthalmology, Washington Univer- 
sity School of Medicine. 


Attacks of scintillating scotoma usually be- 
gin between the ages of 30 and 50 years and 
sometimes continue to recur indefinitely. The 
positive part of the scotoma, consisting 
typically of flickering colored and black zig- 
zag lines, is followed by a negative part as 
it spreads out centrifugally over a definite 
portion of the patient’s visual field. This 
process, which regularly takes about 25 min- 
utes, is here analyzed with respect to the 
cerebral structures concerned. It is possible 
to calculate the rate at which the functional 
disturbance in the occipital lobe must be prop- 
agated in order to account for the rate at 
which the visual phenomena progress. There 
must be some uniform vascular change mov- 
ing along the calcarine artery and successive- 
ly affecting the parts supplied by its branches; 
in cases of migraine the change must move 
further on to affect adjacent parts. The sig- 
nificance of these attacks depends on the age 
of onset, and if they begin in persons of 60 
years of age or older the usually harmless 
prognosis must be more guarded. 


The scotomas do vary from individual to individ- 
ual and from attack to attack. They change sides or 
quadrants. One reputable observer '” stated that in 
his attacks, the horizontal median line appeared to 
be a barrier to the expansion of the scotoma. In my 
attacks, the scotoma may circle from five to one 
o'clock, counterclockwise. Two observers declared 
that the scotoma first appeared outside the 10 de- 
gree ring of the central field, but most observers 
portray it about 7 degrees from the fixation. It is 
agreed that the scotoma fades near the 30 degree 
ring or just outside the blind spot area. Figure 1 
was drawn by me from sketches made during my 
second attack and agrees well with descriptions in 
the literature. The central field of one patient was 
taken by me on a tangent screen at the stage 
when the scotoma was about 10 degrees in hori- 
zontal diameter and well within the blind spot 
area. There was slight incongruity, but it probably 
corresponded to the time interval of testing first 
one eye and then the other. 

I can confirm the observation ° that the fortifica- 
tion figures are stronger and coarser in the lower 
fourth of the positive scotoma than above. The 
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lines shown in figure 1 flash on and off in single 
right angle units at a rate of 8 to 12 times per 
second, Both the bright and the black phase are 
in strong contrast to the neutral gray seen inside 
the negative part of the scotoma. I found that the 
negative scotoma is best observed on printed mat- 
ter, while the positive edge can be studied best 
against a dark background. These dazzling right 
angle units also move centrifugally like slightly 
oblique screw threads on a rotating gear and ro- 
tate also on their plane of extension perhaps 15 
degrees, as suggested in figure 1. The lines are sun 
bright and sun color to me. A few reports in the 
literature mention spectral colors and Roman 
candle-like fireworks, but most observers have de- 
nied this.’ It is interesting, and makes one wonder 
about the objectivity of the discussions, that nearly 
all the articles on the subject have been written 
by individuals subject to the attacks. 


Inciting Causes 


Inciting causes mentioned are fatigue, stress, 
emotional upset, and allergy to milk.* Attacks com- 
monly follow high altitude flight or decompression 
to 20,000 ft., even in the absence of anoxia.’ Cere- 
bral angiograms are a common inciting agent.'” 
Anoxia is commonly known to cause attacks."' 
Electrostimulation of the exposed visual cortex 


Fig. 1.—Scintillating scotoma expands gradually as. it 


moves temporally at about one degree per minute. Negative 


portion appears neutral gray while positive leading edge is 
bright active show against black background. 

can excite scintillating scotoma.''* Only a small 
percentage of people develop the symptoms after 
such stimuli, and the scintillations are not always 
typical. A spontaneous attack of scintillating sco- 
toma produced electroencephalographic changes 
similar to those of anoxia '* and was attributed to 
constriction of the posterior cerebral artery. 
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In the case of a male patient of mine who was 
30 years of age, frequent attacks of scintillating 
scotoma have apparently been cured by prescrip- 
tion of weak plus spheres worn constantly in glasses 
for the past two years. Jackson reported a similar 
case.'" 


Fig. 2.—If scintillating scotoma appears in right visual 
field, it involves left visual cortex as indicated. Calcarine 
fissure divides cortex corresponding to the upper and lower 
field quadrants as indicated by vertical and horizontal lines. 
Expanding field defect corresponds to cortex irritation of 
constant size, moving from paramacular area along usual 
course of calcarine artery. Arteries numbered 1, 2, and 3, 
cuneus, calcarine, and temporo-occipital, are about 0.5 mm. 
in diameter in area outlined by dashed line of Gennari. 
Small branches not shown enter visual cortex in parallel 
rows. (Fissure is pressed open as indicated at “F”.) 


Theoretical Considerations 


Abernethy,’ in the belief that his scotoma was 
of retinal origin, relaxed and claimed to enjoy the 
entertainment of the dazzling procession across his 
visual field. Since it is homonymous, however, it 
can be agreed that the lesion is in the brain. The 
slight difference in binocular congruity reported by 
some observers would suggest a lesion in the optic 
radiation, but the positive nature of the scotoma 
indicates a location in the cortex or above. The 
fact that the scintillating fortification spectrums 
are two dimensional rules out higher centers such 
as area 18 or 19. Cerebral lesions above the visual 
cortex involve more color and form, with halluci- 
nations. 

The macular sparing, the progression across a 
line parallel to the calcarine artery (fig. 2), and 
the fact of induction by stress, high altitude, an- 
oxia, allergy, and intra-arterial contrast mediums 
well establish the vascular origin of scintillating 
scotoma. If the disturbance originated in cortical 
cells or stroma, it should also involve the macular 
region and should spread in a less constant manner. 

Figures 2 and 3 show that the area where the 
scotoma originates is supplied only by branches 
of the calcarine artery within the fissure. The ar- 
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tery itself at that level is only 0.5 mm. in diam- 
eter."* The macular area would not be involved 
in calcarine spasm because of anastomoses above 
and below and laterally. The denser, coarser ap- 
pearance of the lower portion of the scintillating 
edge" would correspond to the upper limits of 
the cortical lesion most distant from the artery. 


Fig. 3.—Cross section of visual cortex showing grossly 
position of visual sensory and fusion layer IV in usual rela- 
tion to calcarine artery. “M” indicates macular representa- 
tion. 


Figure 4 shows a theoretical diagram of visual 
cortex cytoarchitecture suggested by the symptoms 
of scintillating scotoma. The rectilinear neuron 
pattern corresponds well to the “striate” layering 
found histologically '* and to the patterns sug- 
gested by the facts of binocular fusion and space 
perception in the illustrations of Linksz.'* There 
are individual variations in the position of the 
calcarine artery in the calcarine groove. An indi- 
vidual with two branches would probably not be 
among those having attacks of scintillating scotoma. 

Figure 2 shows that the scotoma lesion moves 
within an area about 4 by 18 mm. and does not 
expand, The expanding sensory image is perfectly 
explained by the relative magnification of the 
retinal image representation on the cortex illus- 
trated in figure 2. Notice that the small semicircle 
‘representing about 2 degrees of central field is 
magnified on the corresponding visual cortex 100 
diameters,” the area with vertical and horizontal 
lines. The foveal cone affects about 100 cells in 
layers [Va to [Vc. One cone in the fovea supplies 
a 0.25-mm. circle in the cortex,'** but one rod or 
cone in the periphery supplies an area as relatively 
small as the drop in visual acuity. The scintillating 
scotoma enlarges hundreds of times as it moves 
peripherally to 30 degrees, just as the cone density 
of the retina and relative visual acuity drops hun- 
dreds of times. Lashley ° calculated from such con- 
siderations that the cortical lesion moved about 
3 mm. per minute. More recent data would de- 
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crease this to less than 1 mm. per minute. Why 
the scotoma fades out at 30 degrees on the field 
remains unexplained. There must be some uniform 
vascular change with better anastomoses beyond 
this point or a decreased sensitivity to the irrita- 
tion of peripheral cortical neurons. In migraine, 
the cortical irritation must move further on to 
other areas, but there has been no report of greater 
excursion of the scotoma. The scintillation has an 
off-on frequency of 8 to 12 per second. This fre- 
quency resembles that of two phenomena which 
might be related: (1) alpha rhythm, and (2) 


microfixation nystagmus. 
Conclusions 


Scintillating scotoma is a distinct entity com- 
monly existing by itself, consisting of a paracentral 
homonymous scotoma which expands as it moves 
owward 30 degrees and which has a_ positive 
bright scintillating edge characterized by right 
angled lines. Attacks may occur in susceptible in- 
dividuals daily, or as rarely as each six months, 
but the duration is regularly 25 minutes. Scintillat- 
ing scotoma may occur as a preliminary aura to 
migraine, which can be considered in most cases 
a more extensive degree of the same vasomotor 
disease. 
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Fig. 4.—Section from figure 3 enlarged. Spasm theory is 
illustrated near the macula “M”. Waves of stimulation and 
inhibition are suggested along line “AX” by sine wave. In 
stimulation area sensory cells involved form patterns de- 
termined by rectilinear anatomy of layer 1V of cortex. 


A third class of scintillating scotoma diseases 
should be distinguished when the symptom com- 
plex begins in persons of 60 years of age or more. 
This third class is complicated by superimposed 
arteriosclerosis, and the usually harmless prognosis 
must be more guarded. There may be permanent 
cortical changes with permanent hemianopsia and 
encephalomalacia in the more severe cases. 


Ys 
; 
LINE 
R 
Yj 
| | SSS 
© 
¢ 


Vol. 167, No. 15 


It remains to be determined why migraine com- 
monly stops at age 45, while scintillating scotoma 
usually continues on. Perhaps accessory circulation 
can develop in the case of migraine and does not 
in the calcarine artery region. 

The symptoms of scintillating scotoma confirm 
theories of the visual cortical cytoarchitecture, per- 
haps more exactly than have the anatomicopatho- 
logical studies of the past and the studies based 
on visual space perception. 


100 N. Euclid (8). 
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CHRONIC SIALADENITIS 
H. Allen King, M.D. 


Theodore A. Koerner, M.D., Shreveport, La. 


Chronic sialadenitis is an insidious, nonspecific, 
inflammatory disease of one or more salivary glands, 
manifested by intermittent swelling, and tending to 
progress, unless arrested, to formation of unsightly, 
fibrous tumors. 

Ordinarily this disease occurs in middle or later 
life, affecting men more frequently than women. 
Occasionally it follows radiotherapy, ingestion of 
certain chemicals, acute salivary infection such as 
postoperative parotitis, and specific diseases such 
as mumps, tuberculosis, syphilis, and actinomyco- 
sis.’ Occlusions of salivary ducts by tumors, foreign 
bodies other than calculi, and sources of extrinsic 
pressure such as scars are rare causes. Chronic 
sialadenitis may become seriously complicated by 
pyogenic bacterial invasion, usually associated with 
oral infection. 


From the surgical and pathology services, Veterans Hospital. 


Four cases have been selected to illustrate 
the insidious onset, slowly progressive course, 
and ultimate need of surgery in chronic siala- 
denitis. The four patients were all over 40 
years of age and had long histories of peri- 
dontal disease. The submandibular glands 
and ducts were involved in every case, and 
sialoliths were found in three. The patients 
complained most of the difficulty in swallow- 
ing and the unsightliness of fibrotic swellings. 
Treatment consisted of excising the diseased 
structures and correcting the dental abnor- 
malities. When the disease is recognized in 
its earlier stages, the underlying cause should 
be eliminated; otherwise recurrence and pro- 
gression must be anticipated. 


and 
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New and Harper’ reviewed 110 cases of non- 
specific salivary gland inflammation. In 70 of these, 
calculi were found, 65 occurring in the submaxil- 
lary, three in the parotid, and two in the sublingual 
gland or duct. Forty cases without stone were also 
predominately submaxillary sialadenitis. Husted," 


Fig. 1 (case 2).—Early chronic left submaxillary sialadeni- 
tis after salivary stimulation. The soft and diffuse swelling 
subsides almost entirely during quiescence. 


studying 63 patients with sialolithiasis, reported 
submaxillary stone in 60, with only three instances 
of parotid involvement. He noted that calculi con- 
sisted mainly of calcium salts, usually hydroxyl 
apatite, with which saliva was nearly always super- 
saturated. As pointed out by New and Harper and 
later by Schmidt-Neilsen,* since mandibular saliva 
was as a rule greatly supersaturated and parotid 
saliva generally much less so, preponderance of 
calculi in the submaxillary gland was partially ex- 
plained on a purely chemical basis. The dependent 
location of Wharton’s duct, especially favoring 
invasion of bacteria, also seemed to be an impor- 
tant factor.” 
Exemplary Cases 


Four selected cases are presented to illustrate 
the typical onset, slowly progressive course, and 
final outcome of chronic sialadenitis. 


Case 1.—Shortly after drinking a glass of tomato juice, 
a 50-year-old woman noticed diffuse bilateral swelling of 
the upper anterior part of the neck, which caused a fright- 
ening sense of tracheal constriction, lasted a short while, 
and then slowly subsided. Similar attacks followed, always 
after she had eaten sweet or sour foods, specifically, fruit 
juices, tomato juice, or anything seasoned with lemon or 
tomato. Swelling occasionally became alarming, but slowly 
subsided after cold applications and rinsing of the mouth 
with mild alkaline solutions. 
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Examination revealed extensive, bilateral, diffuse, soft, 
slightly tender submandibular swelling, extending downward 
as far as the laryngeal prominence, which subsided almost 
completely between attacks. Significant findings included 
severe pyorrhea, a devitalized tooth, and multiple periapical 
abscesses. Neither palpation of the salivary ducts nor roent- 
genologic examination demonstrated the presence of any 
salivary stones. Further examinations, including extensive 
and repeated sensitivity tests, were not contributory. 

Upon advice of an oral surgeon all teeth were extracted 
and, after clearing up of infection, replaced with dentures. 
A bland diet was prescribed and use of a mild alkaline 
mouthwash during attacks advised. 

Twenty years have passed without further progression. 
The patient avoids highly seasoned foods, but occasionally 
notices mild swelling from salivary stimulation, which she 
immediately controls by mouthwash. The submaxillary ducts 
are narrow, but patent. The glands are soft and not visibly 
enlarged. No stones have been found. 


Case 2.—A 41-year-old man (fig. 1) noticed intermittent 
swelling beneath the left mandible, occurring while eating 
or shortly after, and associated with pain, fulness, constric- 
tion of the throat, and difficulty in swallowing. He had 
been edentulous for 15 years, but had recently received an 
injury of the jaw, followed by great discomfort on wearing 
of his dentures. There was tender, firm swelling of the left 


Fig. 2 (case 2) 
chronic inflammatory cells and venous congestion. 


submandibular area, which later became less noticeable. 
Palpation of Wharton’s duct was not contributory, but the 
shadow of a small stone was outlined in the submaxillary 
gland by roentgenography. The moderately enlarged gland, 
excised without difficulty, contained a stone which ob- 
structed Wharton’s duct at its origin. New dentures were 
prepared, removing a source of constant irritation. 
Pathologist’s Report.—The excised gland measured 3.5 by 
3.5 by 3 em. An irregular calculus, measuring 0.4 by 0.3 
by 0.2 cm., was lodged in the inflamed, hyperplastic, and 
fibrotic salivary duct. Microscopic examination of sections 
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revealed scattered foci of chronic inflammatory cells, con- 
sisting principally of lymphocytes, in or adjacent to the 
interlobular spaces. There was no appreciable loss of acinar 
tissue, but venous congestion and some generalized engorge- 
ment of the interlobular ducts with salivary secretion were 
observed ( fig. 2). 

Diagnosis.—The diagnosis was chronic submaxillary sial- 
adenitis, mild, with obstruction of Wharton’s duct by a 
sialolith. 


Case 3.—A 58-year-old man complained of bilateral firm 
tumors below the mandible, first noticed two years previ- 
ously. These had slowly enlarged since onset, becoming 
more swollen for short periods after eating highly seasoned 
ease! and causing considerable difficulty when he swal- 
owed. 

Examination revealed very hard, smooth, bilateral sub- 
maxillary tumors (fig. 3). Very poor carious teeth, periapical 
abscesses, and severe pyorrhea first necessitated extraction 
of all remaining teeth and replacement with dentures. The 
right submaxillary gland was then excised and was found 
to contain an irregular stone, 5 mm. in diameter, obstruct- 
ing the duct at its origin. Two weeks later the left submaxil- 
lary gland was excised and, although histologically identical 
with that of the opposite side, did not contain a stone. 

Pathologist’s Report.—The ovoid, right submaxillary gland 
measured 5 by 3.5 by 2.5 cm. Cut surfaces revealed multiple 
small cystic spaces containing thick mucoid fluid. The duct 
contained a sialolith. The left gland, measuring 4.0 by 


Fig. 3 (case 3).—Advanced bilateral chronic submaxillary 
sialadenitis, during quiescence. These hard tumors, indistin- 
guishable from other neoplasms, must be excised. 


3.3 by 1.5 cm., was firm and fibrous. Microscopic examina- 
tion of sections from both glands revealed an_ identical 
histopathological picture (fig. 4). The cystic spaces con- 
sisted of multiple dilated salivary ducts, or sialoceles. 
Throughout both glands the periductal and _ interlobular 
connective tissue was strikingly thickened and _hyalinized, 
widely separating the lobules. There was very little acinar 
tissue, the greater part having been replaced by interstitial 
fibrous tissue. The intralobular ducts were dilated, con- 
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tained inspissated plugs of secretion, and were surrounded 
by collars of hyalinized or edematous laminated fibrocol- 
lagenous tissue. The lobules were infiltrated by lymphocytes, 
monocytes, and plasma cells. Frequently, lymph patches, 
often complete with germinal centers, were found. The 
larger arteries showed intimal fibrosis. Many smaller arteries 
and arterioles were partially hyalinized. Few capillaries, 
veins, and lymph vessels were observed. 


Fig. 4 (case 3).—Photomicrograph showing loss of acinar 
tissue; thickening of interlobular connective tissue; laminated 
collars of fibrocollagenous tissue surrounding many ducts 
filled with inspissated saliva; and infiltration with chronic 
inflammatory cells. 


Diagnosis.—The diagnosis was chronic submaxillary sial- 
adenitis, bilateral, severe, and calculus in the right sub- 
maxillary duct. 


Case 4.—A 57-year-old man presented himself because of 
unsightly tumors, located bilaterally in the submandibular 
area. These had first appeared as small nodules four years 
previously and had grown slowly and steadily. Swelling had 
first been intermittent, associated with seasoned foods, but 
was now constant. He had no discomfort other than diffi- 
culty in swallowing. He reported considerable past difficulty 
with dental caries and had lost most of his teeth. 

Examination revealed large, smooth, firm, bilateral masses 
which protruded below the mandible (fig. 5). Two broken 
teeth, roots from seven others previously destroyed, periap- 
ical abscesses, and severe pyorrhea were found. Palpation 
of the salivary ducts and roentgenologic examination failed 
to demonstrate calculi either in the ducts or in the glands, 
although shadows of very small calcific flecks appeared 
within the gland substance. 

All tooth remnants were extracted and dentures fitted. 
The right submaxillary gland was removed with difficulty 
because of complete fibrosis and firm attachment by fibrous 
adhesions to adjacent structures. After excision of the gland 
a rigid, thick-walled cavity remained, which was slowly 
obliterated with pressure and considerably delayed healing. 
Similar difficulty was later experienced upon excision of the 
left gland. 


; 
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Pathologist’s Report—The right submaxillary gland, 
weighing 35 Gm. and measuring 5 by 4 by 3.5 cm., had a 
uniformly hard and woody consistency. The organ was 
slightly lobulated and had an irregular contour. Cut  sur- 
faces were grey-white and gritty. The left gland was irregu- 
lar, nodular, and measured 4.5 by 4.3 by 3.5 cm. It had 
an almost cartilage-like consistency. Microscopically, these 


Fig. 5 (case 4).—Terminal bilateral chronic submaxillary 
sialadenitis. These fibrosed glands no longer respond to sali- 
vary stimulation, are extremely unsightly, and are difficult 
to excise. 


glands were almost completely replaced by vascular hyalin- 
ized scar tissue (fig. 6). This extended beyond the confines 
of the glands into adjacent areolar tissue. The lobular struc- 
ture of the glands was almost entirely lost. Occasional 
patches of lymphocytes and dilated atrophic salivary ducts 
occurred in the scar tissue. These surviving ducts were 
heavily plugged by masses of inspissated secretion. Fre- 
quently, calcific deposits occurred in these plugs. Sometimes 
the ductal epithelium about such plugs had disappeared 
and was replaced by foreign body giant cells. Chondral 
and osteoid metaplasia was seen in the dense scar tissue. 
Rare surviving lobules were heavily infiltrated by chronic 
inflammatory cells, chiefly lymphoid, and contained little if 
any acinar tissue. The picture was that of virtually complete 
fibrous replacement, with obstructive phenomena. 
Diagnosis.—The diagnosis was chronic submaxillary  sial- 
adenitis, terminal stage, with obstructive phenomena of long 
duration, and multiple small sialoliths within both glands. 


Comment 


The first case represented early sialadenitis, with 
arrest of the process after removal of all sources of 
infection. The narrow salivary ducts remained suffi- 
ciently patent to accommodate ordinary salivary 
flow. In case 2, the disease was somewhat more ad- 
vanced but still comparatively mild and involving 
one submaxillary gland, and was complicated by a 
stone, obstructing the duct at its origin and necessi- 
tating removal. In case 3 the disease had _ pro- 
gressed to advanced fibrosis, with considerable 
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loss of acinar tissue and extensive chronic inflam- 
mation. The bilateral hard tumors required excision 
because of unsightly ,appearance, pressure symp- 
toms, and need for “diagnosis of the firm neck 
tumors. It is of interest that the right gland, ob- 
structed by a stone, was histologically identical 
with the stoneless one of the left side. In the fourth 
case the disease had reached the final stage, typi- 
fied by unsightly, painless, hard, fibrous tumors, 
unaffected by salivary stimulants, causing only 
pressure symptoms. Both submaxillary glands were 
virtually replaced by dense scar tissue, with chon- 
dral and osteoid metaplasia. Inflammation had 
spread to adjacent structures, attacking all tissue 
planes and rendering removal extremely difficult. 

These examples clearly illustrate the progressive 
inflammatory reaction of salivary glands, caused by 
ductal occlusion, often associated with oral infec- 
tion. Sialolithiasis, as part of the process, frequently 
develops in accumulated inspissating saliva, super- 


Fig. 6 (case 4).—Photomicrograph showing loss of lobular 
structure; almost complete replacement by hyalinized scar 
tissue; and few surviving ducts, heavily plugged with in- 
spissated saliva. Foreign body giant cell reaction occurs near 
center of field in plug of secretion, devoid of surrounding 
ductal epithelium. 


saturated with calcium salts. Remission of early 
sialadenitis may be expected after reestablishment 
of adequate and sustained drainage.° 

Wharton's duct, lying throughout its relatively 
great length between the base of the tongue and 
the lower jaw, is particularly susceptible to infec- 
tion. This, plus high supersaturation of calcium 
salts in submaxillary saliva, provides an ideal site 
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for both obstruction and stone formation, thus 
accounting for the overwhelming comparative in- 
cidence of submaxillary gland involvement. 


Summary 


Chronic sialadenitis is a progressive inflamma- 
tory process of one or more salivary glands, caused 
by ductal obstruction, with stasis and inspissation 
of saliva. Oral infection is often associated with 
ductal obstruction and further complication from 
pyogenic bacterial invasion. This disease, recog- 
nizabie at onset, usually subsides upon accomplish- 
ment of early and sustained drainage, frequently 
by mere removal of a ductal stone. Unless the 
underlying cause, generally oral infection, is elimi- 
nated, recurrence and progression may be antici- 
pated. The resulting fibrous tumors, indistinguish- 
able from neoplasms, must be excised. 

Box 30, Veterans Hospital (Dr. King). 
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MACROGLOBULINEMIA—REPORT OF FOUR CASES 


David G. Hanlon, M.D., Edwin D. Bayrd, M.D. 


Thomas P. Kearns, M.D., Rochester, Minn. 


A number of diverse clinical conditions have in 
common qualitative or quantitative abnormalities 
of plasma proteins. Among the more interesting of 
the pathological proteins are the globulins of high 
molecular weight, or the macroglobulins, the pres- 
ence of which can be confirmed only by the ultra- 
centrifugation technique of protein analysis. Trace 
amounts of macroglobulins can be found in normal 
serums, so the term “macroglobulinemia” arbi- 
trarily is reserved for serums containing more than 
5% of components sedimenting at ultracentrifuga- 
tion with Svedberg constants greater than 15, or 
more than $15. Waldenstrém,' in 1948, first out- 
lined the clinical features in six patients who had a 
fraction in the serum proteins with molecular 
weights near one million. A number of authors 
subsequently have reported clinically similar cases 
under the term “macroglobulinemia of Walden- 
strom.” 

This report presents a brief discussion of macro- 
globulinemia, along with an analysis of the clinical 
features in four cases encountered at the Mayo 


From the Section of Medicine (Drs. Hanlon and Bayrd) and the 
Section of Ophthalmology (Dr. Kearns), Mayo Clinic and Mayo Foun- 
dation. The Mayo Foundation is a part of the Graduate School of the 
University of Minnesota. 


Macroglobulinemia is the presence of glo- 
bulins of high molecular weights (near one 
million) in abnormally high concentrations in 
the blood serum. It is generally accompanied 
by mucosal bleeding, blurring of vision, 
lymphadenopathy, hepatospl galy, and 
anemia. The dimness of vision is explained 
by severe engorgement of the retinal vessels 
observed during examination of the fundus 
oculi. The macroglobulinemia is demonstrated 
by methods of protein analysis involving the 
use of the ultracentrifuge. The clinical and 
laboratory findings in four cases are given 
in detail; the patients were two men aged 
50 and 76 and two women aged 58 and 68 
years. This combination of symptoms and 
laboratory findings should be thought of as a 
syndrome rather than a disease. The cause is 
undetermined, no reliable treatment is known, 
and the outcome in a given case cannot be 
predicted. 
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Clinic. The appearance of the ocular fundus in this 
syndrome will be described. The morphologic ab- 
normalities in the bone marrow, the natural course 
of the syndrome, and problems in therapy will be 
emphasized. 

Report of Cases 


Case 1.—A 50-year-old man came to the Mayo Clinic in 
March, 1956, because of visual blurring that interfered with 
his work and that had been present for four months. He had 
suffered from rheumatoid arthritis for 12 years. Enlarge- 
ment of the spleen had been noted three months prior to 
our examination, and epistaxis had occurred frequently dur- 
ing the same period. 

Results of a general examination were normal except for 
some residual joint deformities of rheumatoid arthritis, 
shotty enlargement of lymph nodes, and hepatosplenomegaly. 
Examination of the ocular fundi revealed tremendous en- 
gorgement of the retinal veins. In the left eye, the nerve 
head was elevated 1 D. by edema and the veins were en- 
gorged, but the arteries were normal. A number of zones of 
hemorrhage were scattered throughout the lower portion of 
the retina of this eye. 

Pertinent laboratory data were as follows: The hemo- 
globin level was 11.4 Gm. per 100 ml. of blood; erythrocytes 
numbered 4,700,000 per cubic millimeter of blood, and the 
leukocyte count was 2,400. The differential leukocyte count 
revealed 46% lymphocytes, 15% monocytes, 36% neutro- 
phils, 1.5% basophils, and 1.5% eosinophils. The erythro- 
cytic sedimentation rate was 96 mm. during the first hour 
(Westergren method ). The blood platelet level was 177,000 
per cubic millimeter, and the reticulocyte count was 0.7%. 
The bleeding time was four minutes. Total serum proteins 
measured 10.6 Gm. per 100 ml., with 2.5 Gm. of albumin 
and 8.1 Gm. of globulin. A serologic test for syphilis was 
nonreactive. Urinalysis yielded normal results. Serum electro- 
phoresis revealed the albumin fraction to be 2.81 Gm., 
alpha-1 globulin 0.36 Gm., alpha-2 globulin 0.73 Gm., beta 
globulin 0.94 Gm., and gamma globulin 5.26 Gm. The bone 
marrow contained increased numbers of lymphocytes and 
mature plasma cells. 

Ultracentrifugation revealed that approximately 42% of 
the serum proteins consisted of macroglobulins, distributed 
as follows: $14 components, 5.8%; $20 components, 23.7%; 
$23 components, 3.6%; others, 9.1%. 


This case was of interest because disabling blur- 
ring of vision was the complaint that brought the 
patient to a physician. This disturbance appeared 
to be directly related to venous stasis produced by 
the large viscous protein molecules. 


Case 2.—A 68-year-old woman came to the clinic in 
April, 1956, because she had noted swollen “glands” under 
both arms for three months. During the previous year, she 
had experienced increasing weakness, moderate dyspnea 
with exertion, and a nonproductive cough. Her home physi- 
cian had discovered anemia and had given her injections of 
liver extract and five blood transfusions. Rather profuse 
bleeding had followed dental extractions four weeks previ- 
ously, and some spontaneous bleeding from the gums had 
occurred recently. Blurring of vision was a major concern 
to the patient, as she could not read any but the largest 
print without resorting to the use of a magnifying glass. 

Examination revealed prominent enlargement of the 
anterior cervical, supraclavicular, axillary, epitrochlear, in- 
guinal, and popliteal lymph nodes. The spleen was palpable 
2 to 3 cm. below the left costal margin, but the liver could 
not be palpated. Funduscopic examination disclosed huge 
retinal veins estimated to be four or five times normal size, 
along with many scattered zones of retinal hemorrhage and 
exudates. The ophthalmologist considered the retinopathy 
to be that of a blood dyscrasia and wondered if the patient 
might have multiple myeloma. 
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The urinalysis was normal. The value for hemoglobin was 
8.0 Gm.; the erythrocyte count was 2,590,000 per cubic 
millimeter and the leukocyte count was 12,800. Differential 
blood cell counts revealed 42.5% lymphocytes, 4.5% mono- 
cytes, 41% neutrophils, 1.5% eosinophils, 1% basophils, and 
9.5% prolymphocytes. Platelets numbered 129,000 per cubic 
millimeter; the coagulation time was 12 minutes, and the 
bleeding time was 3 minutes. The erythrocytic sedimenta- 
tion rate, done routinely, was 1 mm. The blood urea level 
was 36 mg. per 100 ml. Serum electrophoresis revealed the 
albumin fraction to be 3.34 Gm., alpha-1 globulin 0.36 Gm., 
alpha-2 globulin 0.62 Gm., beta globulin 0.56 Gm., and 
gamma globulin 5.51 Gm. The bone marrow had reduced 
cellularity. A pronounced increase in mature plasma cells 
was apparent in some regions, whereas lymphocytes pre- 
dominated in others. Erythropoiesis was reduced. Biopsy of 
an axillary lymph node revealed infiltration by mature 
lymphocytes as well as by plasma cells; many of the latter 
had lymphoid characteristics. Ultracentrifugation demon- 
strated that 40% of the serum protein consisted of macro- 
globulins. 


It is of interest that difficulty with vision also 
was a serious problem in this patient. Its relation- 
ship to her primary disease had not been recog- 
nized earlier by either the patient or her physician. 
It is of interest further to note the sedimentation 
rate of 1 mm. in the face of such a great increase 
in gamma globulin. This is probably a reflection of 
the tendency of these serum proteins to gel on 
cooling. 


Case 3.—A 76-year-old man was examined in December, 
1955, because of swelling of his legs of two months’ dura- 
tion. The patient had come to the clinic on four previous 
occasions since 1943. His initial examination (1943) had 
been prompted by hoarseness, and idiopathic paralysis of 
the left vocal cord was discovered. At that time, urinalysis 
had revealed grade 3 albuminuria and Bence Jones pro- 
teinuria. The sedimentation rate was 35 mm., and a differ- 
ential blood cell count revealed 17% monocytes. Plasma 
cell (multiple) myeloma was suspected, but study of sternal 
bone marrow did not confirm this diagnosis. Marrow smears 
revealed an increase in both lymphocytes and plasma cells, 
but typical “myeloma cells” were not seen. When he had 
been re-examined on other occasions (1949, 1952, and 
1953), Bence Jones proteinuria and albuminuria were 
persistently present. The marrow pattern had remained 
unchanged. The patient had not complained of any visual 
disturbances, but the ophthalmologist had noted engorge- 
ment of the retinal veins of both eyes in 1952. Some diffuse 
osteoporosis was apparent in roentgenograms of the skull 
and spinal column, but focal osseous lesions were absent. 
The blood urea level ranged from 32 to 46 mg. During this 
entire period, the serum globulins had been greatly in- 
creased, ranging from 6.0 to 7.4 Gm. Cryoglobulins were 
absent. 

In 1952, the patient had experienced massive gastro- 
intestinal hemorrhage, for which 10 blood transfusions of 
500 ml. each were given. A second episode of hematemesis 
and melena had occurred two months prior to his most 
recent examination. The patient denied having had epistaxis 
or purpura. 

Examination in December, 1955, revealed severe pitting 
edema of the lower extremities, a right inguinal hernia, and 
benign prostatic enlargement. The spleen and liver were not 
enlarged, and _ significant lymphadenopathy could not be 
detected. The funduscopic appearance was normal except 
for engorgement of the retinal veins. 

Urinalysis revealed grade 3 albuminuria and Bence Jones 
proteinuria. The hemoglobin level measured 9.2 Gm.; the 
erythrocyte count was 2,650,000 per cubic millimeter, and 
leukocytes numbered 5,300. The differential blood cell 
count revealed 35.5% lymphocytes, 15% monocytes, 
47.5% neutrophils, and 2% eosinophils. The platelet count 
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was 173,000 per cubic millimeter. The sedimentation rate 
was 137 mm. Total serum proteins measured 8.87 Gm., with 
2.82 Gm. of albumin and 6.05 Gm. of globulin. The value 
for serum calcium was 11.7 mg. per 100 ml. and that for 
phosphorus was 3.4 mg. The blood urea level was 42 mg. A 
roentgenogram of the thorax revealed torsion of the aorta 
and a Ghon complex, while roentgenograms of the stomach 
and duodenum showed no abnormalities. Roentgenograms 
of the skull and spinal column revealed diffuse osteoporosis. 

Serum electrophoresis gave a value for albumin of 2.22 
Gm., alpha-1 globulin 0.24 Gm., alpha-2 globulin 0.54 Gm., 
beta globulin 0.76 Gm., and gamma globulin 3.89 Gm. The 
bone marrow showed increased numbers of lymphocytes and 
plasma cells; the latter were for the most part mature, 
although occasional immature forms were present. In- 
creased numbers of tissue mast cells were present. Ultra- 
centrifugation revealed that 47% of the serum proteins con- 
sisted of macroglobulins (S18, 38.7%; $25, 6.5%; and 
$32, 1.5%). 


This case is unique in that, despite the observed 
long course and the continuous presence of Bence 
Jones proteinuria for 14 years, the blood urea level 
was always normal. It is also interesting that neither 
lymphadenopathy nor splenomegaly developed dur- 
ing this long period of observation. Mucosal bleed- 
ing, so frequently seen in this syndrome, did not 
occur, although massive gastrointestinal bleeding 
was present. It is of further interest that, while the 
patient had massive amounts of macroglobulins in 
his serum, microglobulins (Bence Jones proteins ) 
with the same electrophoretic mobility were con- 
tinuously being excreted in the urine throughout 
this long period. 


Case 4.—A 58-year-old woman was re-examined at the 
clinic in March, 1956. She complained of weakness, easy 
fatigability, and shortness of breath of six years’ duration. 
During the same period, the patient experienced almost 
daily epistaxis. Her original examination at the clinic was 
conducted in 1951, at which time almost identical com- 
plaints had been present. Examination at that time had 
revealed a few shotty cervical and supraclavicular lymph 
nodes, pallor, and minimal splenomegaly. Urinalysis dis- 
closed grade 2 albuminuria but no Bence Jones protein. 
The erythrocyte count was 2,160,000 per cubic millimeter 
and leukocytes numbered 9,000. The value for hemoglobin 
was 7.0 Gm. per 100 ml. A differential count revealed 50% 
lymphocytes, 9% monocytes, 37.5% neutrophils, 1% meta- 
myelocytes, and 2.5% myelocytes. The sedimentation rate 
was 141 mm. The platelet count was 165,000 per cubic 
millimeter. Serum proteins totaled 10.33 Gm., with 2.44 Gm. 
of albumin and 7.89 Gm. of globulin. A test of liver func- 
tion using sulfobromophthalein gave normal results. Cryo- 
globulins were not found. Roentgenograms of the thorax, 
stomach, spinal column, and skull showed nothing abnormal. 
Biopsy of a lymph node disclosed only inflammatory changes, 
with an increase in plasma cells. The bone marrow con- 
tained increased numbers of lymphocytes and plasma cells, 
with lymphocytes predominating. Definitive diagnosis was not 
established, but malignant lymphoma or plasma cell mye- 
loma was regarded as most likely. A total of 27.2 mg. of 
nitrogen mustard was administered. The patient felt im- 
proved subjectively and gained 10 lb. (4.5 kg.), but little 
objective improvement could be detected. A second course 
of nitrogen mustard given five weeks later was followed by 
further subjective improvement, but again there was no 
significant change in the patient’s physical or laboratory 
status, other than perhaps some lessening of her transfusion 
requirements. 

From 1951 to 1956, the patient’s course remained much 
the same. Although she continued to tire easily and have 
frequent mild epistaxis, she was always well enough to carry 
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on most of her household activities. Periodically, her home 
physician administered blood for the persistent anemia. 
Whole body irradiation was given in October, 1955, with no 
observable benefit. A brief trial of prednisone therapy was 
of no help. The patient was re-examined at the clinic on a 
number of occasions. Repeated aspiration of sternal marrow 
always revealed essentially the same morphologic changes. 
More prominent lymphadenopathy gradually developed and 
the spleen also increased in size. Another biopsy of a lymph 
node in October, 1955, disclosed nothing of diagnostic 
value. Continued postoperative oozing of blood from the 
biopsy site required administration of 500 ml. of whole 
blood and re-exploration of the wound. 

The patient’s vision was excellent, but ophthalmoscopic 
examination revealed huge and uniformly dilated retinal 
veins. The peculiar funduscopic picture was considered to 
resemble that of angiomatosis retinae of Lindau except that 
direct arteriovenous connections were absent. Serum elec- 
trophoresis revealed a value for albumin of 2.33 Gm., alpha- 
1 globulin 0.36 Gm., alpha-2 globulin 0.59 Gm., beta globu- 
lin 0.59 Gm., and gamma globulin 8.23 Gm. 

Ultracentrifugation in October, 1955, demonstrated 65% 
of the serum proteins to be macroglobulins (S20, 50%; 
$25, 12%; and near $30, 3%). 


This patient’s course also was chronic. Through- 
out the entire six-year period of observation, she 
was able to carry on most of her household activ- 
ities despite pronounced hyperg globuli 
anemia, and almost daily epistaxis. ‘No response 
followed the use of prednisone or whole body irra- 
diation, although some subjective improvement 
followed administration of nitrogen mustard. This 
case also serves to point out that protracted oozing 
of blood might follow even minor surgical pro- 
cedures, obviously adding to their risk. 


Comment 


The clinical picture is not uniform in all patients 
who have large quantities of macroglobulins, but a 
number of features occur often enough to be con- 
sidered characteristic. The syndrome occurs pre- 
dominantly in persons beyond the age of 50 years 
and has been reported more frequently in men. 
While cutaneous purpura is rare, mucosal bleed- 
ing, particularly from the nose and gums, occurs 
frequently. Enlargement of lymph nodes and hepa- 
tosplenomegaly often occur but are not invariable. 
Blurring of vision is sometimes disabling and may 
be the presenting symptom. Focal osseous lesions 
of the type seen in plasma cell myeloma have not 
been reported. 

A number of abnormalities in laboratory data are 
noted regularly. The peripheral blood usually gives 
evidence of mild or moderate normochromic and 
normocytic anemia. Lymphocytosis or monocytosis 
may be present. Great increase in the sedimenta- 
tion rate occurs in almost every case. Exceptionally 
high serum viscosity is found, and spontaneous 
gelling of the serum on cooling may occur. Hyper- 
globulinemia is present, and serum electrophoresis 
reveals a peak in the beta or gamma globulins. 
Ultracentrifugation discloses that the globulin is of 
high molecular weight, with sedimentation coefk- 
cients of 17 to 20 Svedberg constants. 
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The appearance of bone marrow in macro- 
globulinemia is decidedly abnormal, although the 
changes are not diagnostic. In most cases, the cellu- 
larity of the marrow is reduced. Infiltration by both 
lymphocytes and plasma cells is noted, and in many 
instances the two lines of cells appear to merge, 
with curious transitions from lymphoid cells to 
plasma cells. The plasma cells are for the most part 
mature, and the cytoplasm of the lymphocytes is 
often scant. Tissue mast cells may be present. 

The ocular fundus in macroglobulinemia is dis- 
tinctive (see figure). The retinopathy is similar to 
that seen in plasma cell myeloma, although the 
dilatation of the veins is usually more pronounced 
in macroglobulinemia. The retinal veins may be 
tremendously engorged in some instances, being 


Fundus photographs: a, normal appearance; b, c, and d, 
appearance in cases 1, 2, and 4 respectively. 


four or five times normal size. Scattered zones of 
hemorrhage and exudates may be seen. The oph- 
thalmoscopic picture has been reported in the for- 
eign literature * but, to our knowledge, it has not 
been described in the United States. In two of our 
four cases, visual complaints were the primary 
factor bringing the patients for examination; in one 
of these two cases, the ophthalmologist first sug- 
gested the possibility that a disturbance in blood 
proteins might be present. 

Properly considered, macroglobulinemia should 
be looked on as a syndrome rather than a specific 
disease entity. The cause is obscure, although it 
appears to be associated with or to result from a 
disturbance of the reticuloendothelial system, with 
resultant lymphoid-plasmacytoid proliferation. Mac- 
roglobulins presumably are produced by the abnor- 
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mal plasma cells and lymphocytes, although defi- 
nite proof of this is lacking. Most immunological 
studies with macroglobulins, as with proteins in 
myeloma, indicate that these proteins have an im- 
munological specificity differing from that of nor- 
mal proteins.” 

A precipitin test using rabbit antimacroglobulin 
serum that had been absorbed with normal serum 
gave positive reactions in 14 of 16 cases reported 
by Habich and Hiassig.* It also has been noted that 
macroglobulins from several patients were individ- 
ually specific and immunologically different from 
other macroglobulins. 

The so-called Sia test, involving addition of sev- 
eral drops of serum to a test tube of distilled 
water, has been suggested as a possible screening 
test for the presence of macroglobulins,” but experi- 
ence has shown that both falsely positive and 
falsely negative results occur.” Therefore, ultra- 
centrifugation is necessary for demonstration of the 
presence of macroglobulins. 

The syndrome of macroglobulinemia must be 
differentiated from plasma cell myeloma, chronic 
lymphocytic leukemia, malignant lymphomas, and 
so-called idiopathic hypergammaglobulinemia. The 
prognosis is variable but this diagnosis is compat- 
ible with survival for many vears, as exemplified in 
two of our four cases. 

Treatment is usually ineffective. Cortisone and 
corticotropin have not been useful, and in one case 
at least splenectomy was of no help. Radiation 
therapy or use of nitrogen mustard has been of 
doubtful value. However, in case 2, subsequent 
vigorous treatment with nitrogen mustard and 
triethylene melamine produced at least partial re- 
mission of symptoms and a significant decline in 
the amount of abnormal protein, according to 
follow-up information forwarded to us through the 
courtesy of Dr. Walter Rambach, Northwestern 
University Medical School, Chicago. It might be 
noted also that some subjective benefit occurred in 
case 4 after a course of nitrogen mustard given 
in the early part of the illness. 


Summary 


A study has been made of four cases of macro- 
globulinemia encountered at the Mayo Clinic. 
Macroglobulinemia should be considered as a syn- 
drome, not as a disease entity. The main clinical 
features are mucosal bleeding, blurring of vision, 
lvmphadenopathy, hepatosplenomegaly, and ane- 
mia. The cause is unknown. 

Ultracentrifugation of the serum reveals large 
quantities of macroglobulins, which are globulins 
having Svedberg sedimentation constants of more 
than 15. The erythrocytic sedimentation rate is 
increased in almost every case, and exceptionally 
high blood viscosity is present. Hyperglobulinemia 
occurs, and serum electrophoresis shows a peak in 
the beta or gamma globulins. The bone marrow 
shows increased plasma cells and lymphocytes but 
is not diagnostic. 
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The ocular fundus in macroglobulinemia is dis- 
tinctive, being similar to the picture in plasma cell 
(multiple) myeloma but with greater venous dila- 
tion. Scattered exudates and hemorrhagic zones are 
present. The prognosis is variable; some patients 
live for many years. Treatment is usually inefkec- 
tive, but use of nitrogen mustard may give sub- 
jective improvement. 

Ultracentrifugation in all four cases was performed in the 


department of Physiological Chemistry, University of Wis- 
consin, through the courtesy of Dr. H. F. Deutsch. 
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Attempts have recently been made to discover 
or rediscover therapeutic agents which would 
possess the antipyretic and analgesic effects of 
acetylsalicylic acid (aspirin) without some of the 
undesirable attributes of this drug.’ In the pediatric 
field two of these undesirable attributes are taste 
and the difficulty in preparing a stable liquid 
preparation for infants and small children who 
cannot take or who resist medicaments in tablet 
form. Adding flavors to acetylsalicylic acid inevita- 
bly raises the problem of tempting the youngster 
to regard the drug as a candy, with possible serious 
consequences through overindulgence. Tablets, of 
course, may be broken or crushed for administra- 
tion, but in so doing accuracy of dosage is lost and 
one is still left with a gritty substance difficult to 
administer. 

As a preliminary to this study, a series of blind 
acceptance observations were made on two sub- 
stances, namely, salicylamide and N-acetyl-para- 
aminophenol, purporting to have clinical effects 
similar to that of acetylsalicylic acid. Various for- 
mulations of these two substances alone or in com- 
bination were tested on small infants. It eventually 
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The course of fever was followed in a study 
of 512 pediatric patients whose initial tem- 
peratures were over 38.3 C (101 F) and 
whose physical findings justified an initial 
trial of antipyretic measures alone. The pa- 
tients were treated on an alternating plan 
with either aspirin or salicylamide, for the 
purpose of comparing the effectiveness of 
the two drugs. The salicylamide sufficed in 
110 patients, and only 39% of the salicyla- 
mide group required eventual treatment with 
antibiotics. The aspirin sufficed in 117 pa- 
tients, and only 41% of the aspirin group 
ultimately needed antibiotics. The difference 
was not significant. Similar analyses of other 
quantitative aspects of the treatment revealed 
no significant differences in effectiveness be- 
tween the two drugs. In ease of administra- 
tion, acceptability to infants, and control of 
dosage, however, the salicylamide suspension 
had advantages over the form of aspirin used 
in this study. 
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became apparent that the preparation (Liquiprin) 
containing salicylamide, as the active agent alone, 
was the more readily acceptable. Accordingly, this 
study was instituted to compare the relative anti- 
pyretic effects of salicylamide and acetylsalicylic 
acid. The selection of this particular action for 
study was obviously motivated by the fact that an 
objective appraisal of antipyretic effect is possible 
and much less liable to subjective error than, for 
example, the measurement of analgesic action. 
Furthermore, with the case material comprising, as 
it did, small infants, it was not possible to appraise 
analgesic effects. No definitive clinical study of 
the antipyretic effect of salicylamide appears in 
the literature. 


Pharmacology 


Chemically, salicylamide is 2-hydroxybenzamide 
and is not a true salicylate, since it does not have 
a free carboxy] group as does salicylic acid and 
acetylsalicylic acid. It is not hydrolyzed to salicyl- 
ate, and, since the CONHz, linkage is not easily 
broken, it should be less irritating than either free 
salicylic acid or sodium salicylate.* Salicylamide 
occurs as a white or slightly pink, crystalline pow- 
der, sparingly soluble in water at room temperature 
and soluble in oil, alcohol, ether, chloroform, ace- 
tone, and alkaline solutions. It is insoluble in petro- 
leum ether and in carbon tetrachloride. In contrast 
to acetylsalicylic acid, it has little taste. Salicyla- 
mide is readily absorbed from the gastrointestinal 
tract and is rapidly distributed throughout the 
body tissues.*” It is largely eliminated in the urine 
as the glycuronide. The effect of the drug on pro- 
thrombin time is debatable. Bavin and others ° 
and Ichniowski and Hueper * conclude that it does 
not affect the prothrombin time, whereas Litter 
and others ° claim that it shortens the prothrombin 
time. 

In animal experiments as well as in some human 
studies, salicylamide appears to be productive of 
less toxic effects and greater tolerance than the 
salicylates, its LD;) being approximately twice that 
of aspirin.® This latter fact has an important clinical 
significance in that, in the unlikely event that an 
entire market package (50 cc.) were to be acci- 
dentally ingested by a child old enough to do so 
voluntarily, the probability of serious toxic effects 
would not be anticipated and, in any case, it would 
be far less than in a comparable situation involving 
aspirin. 

Actually, if one can extrapolate from the ob- 
served LD; for mice of 13 ml. per kilogram of 
body weight of the suspension, it is difficult to see 
how a child might ingest dangerous amounts. This 
would mean that a 3-year-old youngster weighing 
14.5 kg. (32 lb.) would have to ingest the con- 
tents of more than three 50-cc. bottles in order 
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to attain an LDso, so even if the contents of one 
bottle were taken there would still exist a very wide 
margin of safety. 


Clinical Material and Plan of Study 


Clinical Material.—_Infants and children in resi- 
dence at the New York Foundling Hospital were 
incorporated in the study. This institution houses 
approximately 280 infants and children under 2 
years of age, the majority of whom are under 1 
year. Admissions are based on social need, since 
the Foundling Hospital serves as a repository for 
abandoned, dependent, and neglected infants. Qual- 
ified pediatricians make daily rounds throughout 
the institution, and night coverage is maintained 
by residents. While most of the infants are ad- 
mitted as well infants, respiratory infections of the 
usual type are common, especially during the win- 
ter months. In addition, contagious diseases and 
febrile reactions to immunizations are not infre- 
quent. Laboratory work, including x-rays, is avail- 
able and forms a part of the routine medical care 
of these children. 

Plan of Study.—Patients with temperatures over 
101 F (38.3 C) and whose physical findings were 
such that it would appear that antipyretic measures 
alone would suffice to control the illness were 
treated on an alternating plan with either salicyla- 
mide or acetylsalicylic acid. Liquiprin, a suspen- 
sion of salicylamide in a raspberry-flavored ve- 
hicle containing 64 mg. per cc., was administered 
by dropper. Spot checks of the droppers up to the 
measuring points indicated that they contained 
0.9 cc. to 1.0 cc. For infants up to 6 months, from 
6 months to 1 year, from 1 to 2 years, and from 2 
to 3 years of age, dosages of 1, 2, 4, and 6 droppers 
(64, 128, 256, and 384 mg.) of the suspension of 
salicylamide or dosages of 32, 64, 128, and 192 
mg. of aspirin, respectively, were given. 

Suspension of salicylamide or aspirin was ad- 
ministered every four hours for temperatures over 
101 F (38.3 C). In order that the study might 
not be unduly disturbing to small infants, tempera- 
tures were taken rectally, at the start, at 60 minutes 
and 120 minutes. If a satisfactory antipyretic effect 
was noted at 120 minutes, no further temperature 
records were taken unti] the time for the next 
dosage (four hours after the last). In cases where 
either no antipyretic effect was noted in 120 min- 
utes or the temperature recorded was higher than 
at the start, the case was reevaluated and, if it 
seemed necessary, other forms of therapy were in- 
stituted. Because of this method of management, 
the cases could be divided into two main groups: 
in group 1 were those children who continued 
throughout their illness to take antipyretics alone 
and in group 2 were those who required, after a 
trial of antipyretic therapy, other supportive meas- 
ures, most frequently antibiotics. 
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A further enumeration of data was made by re- 
cording individual trial periods. A trial period was 
the period of effect of a single dose of the antipy- 
retic on temperature when no other supportive 
measures were utilized. This was measured from 
the time of determination of the initial temperature 
to that of the third determination 120 minutes later. 
Analysis of the trial periods was confined to 
group 1, since it was felt that, even though some 
infants received three or four doses of the antipy- 
retic before other measures were introduced, these 
patients represented a different type of clinical 
material, with their illnesses having a variable bac- 
terial etiology. No specific laboratory work was 
formally incorporated in the study since these in- 
fants, when ill, receive the usual laboratory ex- 
aminations, blood cell counts, urinalyses, and x- 
rays as indicated. 


Analysis of Results 


Of the infants observed in this study, 19% were 
under 6 months old; 46% were from 6 to 12 months; 
27% were from 1 to 2 years; and 8% were from 2 to 


TaBLe 1.—Summary of Therapeutic Management with Sali- 
cylamide or Aspirin Alone and with Supplementary Therapy 


Cases Cases 
% % 
Type of Therapy No. Total Type of Therapy No. Total 
Group 1 
oup 2 
Salicylamide and Aspirin and 
101. antibioties ......... 104 40.7 
Salicylamide, Aspirin, 
antibioties, and antibioties, and 
aleohol sponges ....... 32 12.4 aleohol sponges ... 29 11.3 
Salicylamide and Aspirin and 
aleohol sponges ....... 13 (55.0 aleohol sponges ... 6 23 


3 years. It will be noted that well over half (65% ) 
were under one year of age and that there were 
very few over 2 years of age. 

A total of 512 patients were incorporated into 
the study (table 1). Of these, 110 patients were 
managed with salicylamide alone and 117 with 
aspirin alone. The remaining 285 ultimately re- 
quired other forms of therapy to control their ill- 
nesses, Particular attention is also called to the 
distribution of the therapeutic management in 
group 2. The number of patients eventually placed 
on therapy with antibiotics was almost the same 
for the group receiving salicylamide (39.2%) as 
for those receiving aspirin (40.7%). The same rela- 
tive findings are noted in the other forms of thera- 
peutic management. 

If one were to apply as the criteria for success or 
failure the ability of either drug to control fever 
without supplementary therapy, it is obvious from 
a study of table 1 that there would be little to 
choose between salicylamide and aspirin, since 
42.9% of patients receiving salicylamide and 45.6% 
of those receiving aspirin required no other ther- 
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apy. This apparent lack of difference may also be 
expressed by rearranging the data so that a com- 
parison on the basis of success and failure may be 
made between the two forms of therapy. With sal- 
icylamide therapy there were 110 successes and 


TaBLe 2.—Diagnosis of Patients in Group 1 and Number of 
Doses of Drug Given Before Pyrexia Was Controlled 


a 
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*S = salicylamide; A = aspirin. 


146 failures; with aspirin therapy there were 117 
successes and 139 failures. The approximate chi- 
square value with one degree of freedom calcu- 
lated from these data is 0.19. This is much smaller 
than the critical value of 3.84, which must neces- 
sarily be exceeded if the two drugs were to be 
considered different in their ability to control 
pyrexia.’ 

While the above results are interesting from a 
clinical point of view, other measurements must be 
considered in a comparative evaluation of the two 
preparations. One of these is the number of doses 
required to contro] pyrexia. This could only be 
done without bias by utilizing the case material 
in group 1, where only salicylamide or aspirin was 
used. Table 2 records the diagnoses of the patients 
so treated and the number of doses needed to con- 


TaBLE 3.—Number of Patients in Group 1 Classified Accord- 
ing to Antipyretic Used and Number of Doses 
Required to Control Pyrexia 


Doses, No Salieylamide Aspirin Total 


trol the pyrexia. A study of the totals indicates that 
there was a fairly symmetrical spread of the various 
diagnoses between the two drugs. 

Table 3 is a multinominal contingency table con- 
structed from the data of table 2. It shows a com- 
parison of the number of doses of salicylamide and 
aspirin needed to control pyrexia. The calculated 
chi square, with four degrees of freedom, is 4.34, 
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the 5% critical value which should have been ex- 
ceeded to show a difference is 9.49. This indicates, 
therefore, that there is no appreciable difference 
between the two drugs in the number of doses re- 
quired to control pyrexia when either drug is util- 
ized as the sole therapy. 


TaBLe 4.—Temperatures, at Beginning of Trial Period, of 512 
Patients, According to Antipyretic Used and Subsequent 
Supportive Therapy 


Salicylamide Aspirin 
A A 
With- With- 
out With With out With With 
Sup- Sup- Sup-  Sup- Sup- 
portive portive portive portive portive portive 
Temper- TTher- Ther- Ther- Ther- Ther- Ther- 
ature, apy, apy, apy, apy, apy, apy 
Fahrenheit No. No. Total % No. No. Total % 
100.2-101.0 13 1 14 7.1 16 5 21 31.3 
101,2-102.0 5d 35 90 38.9 37 35 72 49.8 
102.2-103.0 29 59 88 66.3 45 59 104 56.7 
103.2-104.0 10 36 46 78.3 17 30 47 63.8 
104.2-106.0 3 15 18 83.3 2 10 12 83.0 
Totals .... 110 146 256 117 139 256 


In table 4 the patients are grouped according to 
their initial temperatures and their subsequent man- 
agement. It may be observed in this table that the 
percentage with support increases with the height 
of the initial temperature, regardless of the antipy- 
retic used. The actual percentages have been super- 
imposed on the regression lines in figure 1. It is ap- 
parent that with both drugs the need for added 
therapy increases in direct relationship to the height 
of the initial temperature. In the group with 
temperatures from 101.2 to 102.0 F (38.4 to 38.9 C), 
90 were given salicylamide and 72 were given as- 
pirin. In the group with temperatures from 102.2 
to 103.0 F (38.9 to 39.5 C), 88 were given salicyla- 
mide and 104 aspirin. 

The relationship that exists, from the data in 
table 4, between the proportion “p” requiring add- 
ed support and the initial temperature “T” may 
be approximated by the following linear equations: 
1. For salicylamide, p=0.1717T—17.05. 2. For as- 
pirin, p—0.0962T —9.33. (A second degree equation 
may fit these data better, but only the slope is of 
interest here, and the first degree equation is ade- 
quate for this purpose.) The chi squares for the 
slopes with one degree of freedom are 36.2 and 
10.3 for the salicylamide and aspirin equations 
respectively. The 5% critical value which must be 
exceeded to prove significance is 3.84. The analyt- 
ical procedure involved is that suggested by Coch- 
ran.” 

The plots of the equations are shown in the re- 
gression lines of figure 1. If these lines are really 
as different as the equations indicate, salicylamide 
will contro] pyrexia in a greater proportion of pa- 
tients without supportive therapy than will aspirin 
when the “initial” temperature is less than 102.4 F 
(39.1 C); the converse is true when the tempera- 
ture is above 102.4 F. A statistical comparison of 
the slopes of the two equations was made accord- 
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ing to a procedure suggested by Connor.® The chi 
square for this comparison was found to be 3.33, 
with one degree of freedom, which exceeds 2.71, 
the 10% critical value, but fails to exceed 3.84, the 
5% critical value. This analysis indicates only that 
there is a possibility that two different lines exist 
but that this has not been conclusively demon- 
strated. 

In table 5, the 227 patients who were treated 
with antipyretics alone are grouped according to 
their temperatures at the start of their illnesses. 
As in the analysis of the combined groups (table 
4), a significantly greater number of patients given 
salicylamide (61.82%) had starting temperatures 
under 102 F than did those given aspirin (45.3%). 
The same type of information has been determined 
in table 6, except that the grouping in this instance 
was based on the initia] temperatures at each trial 
period. The percentage of patients given salicyla- 
mide, whose trial periods began at a temperature of 
102 F or lower, was 56.3% and of those given as- 
pirin 45.3%. The differences suggested by the two 
tables are statistically significant at the 5% level 
and indicate again that more of the patients with a 
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Fig. 1.—Regression lines showing percentage of patients 
requiring supportive therapy, as function of initial tempera- 
tures. 


high temperature received aspirin and more of the 
patients with a low temperature received salicyla- 
mide. 

Figure 2 demonstrates the quantitative drops in 
temperature produced by the two drugs and the 
percentage of instances in which the drops oc- 
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curred. Casual inspection of this graph would seem 
to indicate that aspirin produced greater drops in 
temperature than did salicylamide and produced 
these drops more frequently. Furthermore, failures, 
this is to say, either no drop in temperature or an 


TABLE 5.—Distribution of Patients in Group 1 According to 
Temperatures at Beginning of Illness 


Patients Taking Patients Taking 
Salicylamide Aspirin 
Temperature, Fahrenheit No. % No. % 
13 11.82 16 13.68 
55 50.00 37 31.62 
26.36 45 38.46 
10 9.09 17 14.53 


increase in temperature, occurred more frequently 
with the salicylamide trials than with the aspirin. 
However, this conclusion is only suggestive and 
cannot be made with confidence. Clinically, how- 
ever, as was previously pointed out, aspirin was 
more frequently used in patients with higher tem- 
peratures than was salicylamide. 

Throughout the course of this study, neither 
salicylamide nor aspirin produced any evidences 
of sensitivity or toxicity. There was little question, 
however, but that the suspension of salicylamide 
was more easily administered and more readily ac- 
cepted by the infants. 


Comment 


Emphasis should again be laid on the fact that 
all of the patients in this study presented no spe- 
cific clinical findings on initial examination, save 
that of pyrexia. It is interesting, therefore, to ob- 
serve that in this type of clinical material 42.3% 
of the patients could be controlled by antipyretics 
alone. This, of course, substantiates the opinion of 
many conservative physicians that the immediate 
introduction of antibiotics without clinical findings 
and on the basis of pyrexia alone is unwarranted. 
Both drugs were equally able to control pyrexia in 


TABLE 6.—Distribution of Patients in Group 1 According to 
Temperatures at Beginning of each Trial Period 
Patients Taking Patients Taking 
Salicylamide Aspirin 


Temperature at Beginning of 


Trial Period, Fahrenheit No. % No. % 
19 9.22 19 8.88 


these cases without added therapy and with the 
same number of doses. As was pointed out, more 
than 42.9% of the patients who started on salicyla- 
mide therapy continued on treatment with that 
drug alone and 45.6% of those on aspirin therapy 
showed the same result. 

The data seem to indicate that aspirin could pro- 
duce greater drops in temperature and control 
pyrexia of higher degree than could salicylamide, 
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but a qualitative difference between the two drugs 
could not be demonstrated conclusively. Further 
work would be needed to conclusively establish 
qualitative differences between the drugs. A bal- 
ancing of cases and an alternation of drugs on the 
basis of starting temperatures would provide this 
answer. 

The symmetrical distribution of therapeutic man- 
agement as demonstrated in table 1 is difficult to 
interpret. Indeed, until the final enumeration of 
data, this trend was unknown. It is true, however, 
that in the event of either antipyretic failing to 
stabilize the patient after three or four trials ad- 
ditive support was introduced. 


Summary and Conclusions 


A comparative study of the effectiveness of sali- 
cylamide (Liquiprin) and acetylsalicylic acid (as- 
pirin) indicated that both drugs controlled pyrexia, 


\ 
Aspirin \ 
Liquiprin 
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Fig. 2.—Percentages of trials resulting in given tempera- 
ture changes in patients in group 1. 


in the absence of specific clinical findings, equally 
well and with the same number of doses. With 
both drugs, the need for additive supportive meas- 
ures bore a direct relationship to the height of the 
temperature at the start of the illness. A qual- 
itative difference between the two forms of therapy 
was not proved. 

In our experience, the salicylamide suspension 
proved superior to aspirin in ease of administration, 
better acceptability, and control of dosage. If one 
takes into consideration factors arising in nonpro- 
fessional nursing situations, the greater margin of 
safety of salicylamide must also be taken into ac- 
count.'® For these reasons, with the fact that no 
toxic reactions were encountered in our study, it 
was felt that the suspension offered definite ad- 
vantages for use in young children. 


175 E. 68th St. (21) (Dr. Vignec). 
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IMPROVED ACCURACY OF TES-TAPE IN ESTIMATING CONCENTRATIONS 
OF URINARY GLUCOSE 


Holbrooke S. Seltzer, M.D. 


Melba J. Loveall, B.S., Dallas, Texas 


The advent of Tes-Tape initially seemed to pro- 
vide the most convenient method for estimating 
urinary glucose concentrations, since the indicator 
paper itself was the only material required. How- 
ever, a few testimonials of its semiquantitative 
reliability ' were inundated by other reports * alleg- 
ing that the Tes-Tape color response often failed 
to distinguish between moderate and profound 
degrees of glycosuria. Our own data confirm the 
validity of the latter indictment. 

This serious deficiency in performance clearly 
diminished Tes-Tape’s value to the diabetic pa- 
tient and his physician by reducing it essentially to 
a mere indicator of the presence of glucose. A 
systematic search was therefore conducted to find 
the reasons for erroneously low readings. Recogni- 
tion and removal of multiple causes for under- 
reading have resulted in an improved commercial 
product which fulfills its earlier promise to afford 
semiquantitative precision at least equal to that of 
older copper-reduction methods. 


Technical Errors Causing Falsely 
Low Interpretations 


Unpublished, yet unwarranted, criticisms of 
Tes-Tape’s accuracy have sometimes stemmed from 
two errors in testing technique. The latter, in turn, 


Dr. Seltzer is Clinical Associate Professor of Internal Medicine, 
University of Texas Southwestern Medical School, and Chief of the 
Metabolic Section, Veterans Administration Hospital. 


Tes-Tape is an indicator paper used in the 
form of small strips to test urine for the pres- 
ence of glucose. The enzyme on the paper, 
glucose oxidase, acts on the beta-form of 
D-glucose in the presence of oxygen to liber- 
ate hydrogen peroxide, which in turn oxidizes 
the ortho-tolidine on the paper to a blue pig- 
ment. Improved methods of manufacture have 
helped to prevent deterioration of the en- 
zyme and to increase the accuracy of the 
color readings. In performing the test it is 
necessary to make sure that glucose is present 
in the beta-form and that oxygen is available. 
Additional precautions are essential, espe- 
cially in testing urine heavily loaded with 
glucose. It is recommended that the user lay 
the strip flat against a white background for 
reading and that, if the one-minute reading 
indicates 0.5% (3-+-) glucose, a final reading 
be made at two minutes. The data here pre- 
sented were obtained on both artificially 
made standard glucose solutions and nat- 
urally obtained specimens of diabetic urine. 
When used with due care, the Tes-Tape was 
both convenient and reliable for the semi- 
quantitative estimation of urinary glucose. 
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were due to unfamiliarity with the reactions under- 
lying the following Tes-Tape responses: 


(1) Beta-p-ghicose , oxygen 
. gluconic acid + hydrogen 
(in urine ) (in ait) (on Tes-Tape ) peroxide 


(2) Ortho-tolidine , hydrogen peroxidase 
ortho-tolidine + water 
(on Tes-Tape ) peroxide (on Tes-Tape) (blue color) 


The critical quantitative factors are (1) an 
equilibrium state between the alpha and _ beta 
forms of p-glucose and (2) the availability of oxy- 
gen. Equilibrium is necessary because glucose 
oxidase reacts 150 times faster with beta-p-glucose 
than with the alpha isomer. This equilibrium exists 
in such aqueous solutions as voided urine. Anhy- 
drous glucose, however, is primarily alpha-p-glucose, 
which requires about 30 minutes after dissolving 
to complete alpha-beta equilibration. For this 
reason, when standard solutions are made by dis- 
solving dry glucose in sugar-free urine and testing 
immediately with Tes-Tape, low readings are al- 
ways obtained. To illustrate, when 588 tests were 
performed by this technique, there was zero color 
response at concentrations of 0.1%, 0.25%, 0.5%, and 
2.0% (representing 1+ to 4+ glycosuria) and only 
9% correct readings with the 4.0% (4+) standard. 
When the same samples were retested 30 minutes 
later, the respective interpretations were 94%, 99%, 
75%, 61%, and 71% correct. 

The second procedural error has been committed 
by dropping a length of Tes-Tape into a urine 
sample and reading the color of the submerged 
strip a minute later.’ Since oxygen is required for 
glucose oxidase to react with beta-p-glucose, low 
estimations are invariably obtained. 

Neither of these technical artifacts contributed 
to published findings deprecating Tes-Tape’s 
quantitative reliability. It was therefore imperative 
to duplicate the authors’ testing methods when 
seeking the reasons for their poor results. 


Materials and Methods 


Data were obtained both on_ artificially con- 
structed standard solutions and on spontaneous 
glycosuria. Test standards were made by adding 
aliquots of a 50% aqueous glucose solution to 
glucose-free urine and mixing by inversion. The 
stock 50% glucose solution was at least one day old. 
Respective glucose concentrations were 0.1%, 0.25%, 
0.5%, 2.0%, 4.0%, and 6.0%. At each concentration, 
one to three observers did a total of 136 tests on 
63 separate urine specimens. Eight different lots 
of Tes-Tape were used in performing 816 observa- 
tions in this study. 

A total of 2,947 individual Tes-Tape determina- 
tions were made on 249 specimens of urine voided 
by diabetic patients from 1 to 24 hours previously. 
Each sample was tested with five to seven different 
batches of Tes-Tape. Four of the lots were classified 
as “old Tes-Tape” and three as “new Tes-Tape,” 
depending upon date of manufacture relative to 
the introduction in October, 1956, of improved 
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methods for processing and packaging the material. 
Six observers participated in the study, with one 
to four workers testing each sample of urine. Each 
specimen was then quantitatively analyzed for 
“glucose” by Nelson’s modification of the Somogyi 
method.* In addition, the precise glucose concentra- 
tions of 93 of these samples were simultaneously 
determined by a specific glucose-oxidase method 
(use of a quantitative glucose reagent [Glucostat]). 

The following technique was used in estimating 
glucose concentration with Tes-Tape: A_ 1.5-in. 
strip of the material was dipped into the sample of 
urine and laid flat against a white background 
(glazed stationery). Saturation was such that the 
fluid front advanced slowly along the paper strip, 
but a dry portion always remained. After one 
minute of color development—the interval orig- 
inally recommended by the manufacturer—the read- 
ing was made by comparing the area of most 
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Fig. 1.—Accuracy of Tes-Tape readings on standards made 
from 50% aqueous glucose solution added to sugar-free 
urine and tested both immediately and 30 minutes later. 


intense green-to-blue hue with the color chart on 
the Tes-Tape container. In addition, the Tes-Tape 
response was read again after two minutes of color 
development. Although most of the material tested 
was supplied by the manufacturer, three batches of 
“new Tes-Tape” were purchased from local pharm- 
acies to evalute possible deterioration of the 
product during commercial handling. 


Results and Comments 


Tes-Tape Readings on Standard Glucose Solu- 
tions.—Two groups *“ evaluated Tes-Tape by creat- 
ing standards from stock 50% aqueous glucose 
solution and testing immediately, using the recom- 
mended reading time of one minute. In contrast to 
the findings on standards made up from dry 
glucose, findings on standards constructed from 
glucose already in solution were interpreted with 
equal accuracy by Tes-Tape both immediately and 
after a 30-minute latent period (fig. 1). 
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The paramount feature of the data in figure 1, 
however, was the sharp decline in correctness of 
one-minute readings at high glucose concentrations. 
Although the 0.1% (1+), 0.25% (2+), and 0.5% 
(3+) standards were 90 to 93% accurate, only 


RANGE | CORRECT HIGH 
OF | TES-T. % OF CORRECT READINGS 
URINE | READINGS 
GLUCOSE 
% (+) 2 MIN, MIN. 2 MIN. 
0.0-0.09 | trace) | 383 | 89 | 289 89 | 
0.1 
0.10-0.15 te 135 92 76 | 
06-035 | tes | (64) 
123) 
05 
036-075} |[66 | 60 | 120 
0.76-175 | |238 | [80] (96) I79 
xs 
176-250] | 5! 115 
28) aa abs LSJ 
25i-763| |3e8|[62] 205 | [95] 
38 | at an 


Fig. 2.—Correlation between Tes-Tape estimation of 
spontaneous glycosuria and quantitative glucose determina- 
tion (Somogyi). 


62 to 88% of the 2.0%, 4.0%, and 6.0% (4+) con- 
centrations were correctly interpreted. These figures 
confirm previous reports of alarmingly low pre- 
cision for glycosuria of 2.0% concentration or above 
(4+), since all such studies employed the recom- 
mended one-minute reading time. When an addi- 
tional minute was allowed for maximal evolution 
of color, however, and the same Tes-Tape strips 
were read again at two minutes, 96 to 99% correct 
readings were obtained. 

Tes-Tape Interpretation Versus Actual Glucose 
Content of Urine.—More than two-thirds of all tests 
were done on urine voided by diabetic patients, in 
order to evaluate the crucial question of Tes-Tape’s 
semiquantitative accuracy under the clinical condi- 
tions for which it was designed. Figure 2 shows 
that the product’s ability to estimate spontaneous 
glycosuria was, on the whole, similar to its perform- 
ance in detecting known amounts of glucose added 
to sugar-free urine (fig. 1). In both situations, one- 
minute readings were more accurate at lower 
concentrations, while two-minute readings were 
required to document high-grade concentrations. 
The apparently poor precision of one-minute read- 
ings at low concentrations in voided urine (fig. 2) 
is readily explained below and did not represent 
faulty Tes-Tape responsiveness. 

Concerning the primary problem of Tes-Tape 
interpretations at high glucose concentrations, the 
one-minute readings with “old Tes-Tape” supported 


2.0% (3+ to 44).” 
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previous studies on voided urine,” which found the 
material deficient in detecting clinically hazardous 
degrees of glycosuria. Actual glucose contents from 
1.76% to 7.63% were read as “2.0% or above (4+ )” 
only 42 to 62% correctly, most of the faulty inter- 
pretations being hedged as “between 0.5% and 
However, rereading after 
allowing two minutes for maximal color develop- 
ment magnified accuracy to 92 to 93%. Comparable 
testing with “new Tes-Tape” showed marked im- 
provement at both reading intervals, with 87 to 
95% precision at one minute and 97 to 99% correct 
quantitation at two minutes. All batches of “new 
Tes-Tape,’ whether obtained from the manu- 
facturer or from commercial outlets, gave similar 
results. 

The results in figure 2 seemed to expose a 
mediocre ability of Tes-Tape to interpret correctly 
glycosuria between 0.1% (1+) and 0.75% (3+) 
concentration. Even the more accurate one-minute 
readings were only 64 to 80% correct. This spurious 
“deficiency” of Tes-Tape was in fact due to its 
absolute specificity for detecting glucose alone.® 
By contrast, copper-reduction techniques like the 
Somogyi method used in this study to analyze urine 
specimens for “glucose content” also record as 
“glucose” small amounts of nonglucose reducing 
substances often present in urine. Fructose, galac- 
tose, pentoses, and salicylates exemplify such sub- 
stances. When 93 urine specimens from diabetic 
patients were simultaneously analyzed by both the 
Somogyi method and a specific glucose-oxidase 
procedure (see table), respective values over the 
entire glycosuric range showed maximal differences 
from 0.10% to 0.47% of “glucose.” Although these 
differences were inconsequential at high glucose 
concentrations, their magnitudes were evidence that 
at levels of 0.5% (3+) or below most of the ap- 
parently low Tes-Tape percentages shown in figure 


Urinary Glucose Estimation with Tes-Tape Compared to 
Quantitative Analysis by Copper-Reduction and 
Glucose-Oxidase Methods 


Urinary 

Range of 

Urinary 
Con 


%, 


r ————— Reducing 
‘Tes-‘Tape Copper- Agents, 
Urine Specimens, Readings, Reduction Oxidas Range of 
No. To(+) Method (A) Method A—B 

0 (0) 0.09-0.18 0.00-0,05 0.08-0.16 
0.1(+) 0,07-0,21 0.05-0.16 0.01-0.10 
0.25(++) 0.16-0.61 0.13-0.39 —0.04-0.35 
Wa 0.5(+++) 0.37-1.70 0.42-1,38 —0.08-0.39 
2.0(4+++4+4)* 2.48-6.00 2.24-5.70 —).07-0.47 


*2-min. reading. 


2 were due to falsely high Somogyi values. Par- 
ticularly striking in this respect were 40 additional 
urine specimens which were entirely negative to 
all seven batches of Tes-Tape but which contained 
“glucose” by the Somogyi method varying from 
0.09% to 0.38%. 
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Finally, with glycosuria of 0.5% (3+) concentra- 
tion or less, the one-minute reading was more ac- 
curate than the two-minute reading because of a 
truly erroneous tendency for the color response to 
overdevelop into the next higher reading range 
during the second minute. 


Comment 


The present findings confirm the allegation that, 
under conditions employed in previous evaluations 
of Tes-Tape’s semiquantitative reliability, the 
product frequently gave misleadingly low interpre- 
tations when high degrees of glycosuria actually 
existed. They show further, however, that minor 
modifications in reading technique, bolstered by 
technical improvements in the test material itself, 
now enable highly accurate estimation of glucose 
content at both low and high concentrations. 

The former inability of Tes-Tape to distinguish 
between moderate (0.5% concentration, or 3+ ) 
and severe (2.0% and higher, or 4+) glycosuria 
was largely, but not entirely, the fault of the 
product itself. In descending order of importance, 
a combination of several factors accounted for the 
low readings: 

1. The observer was originally instructed to read 
Tes-Tape after one minute of color development. 
Although this remains the optimum reading time 
for interpretations of 0.5% (3+ ) or below, two full 
minutes are often required for maximal color 
development signifying 2.0% or more (4+) con- 
centration. 

2. The importance of placing the Tes-Tape strip 
flat against a white background before reading 
was not appreciated previously. Instead of holding 
the strip in the air while reading, placing it on the 
porcelain washbowl or on the printing above the 
Tes-Tape color chart prevents light from diffusing 
through the tape and blanching an otherwise un- 
equivocal 4+ color response. 

3. Individual observers often read the same color 
response differently. In particular, an untrained 
person tends to hedge and make an intermediate 
reading (e. g., 2+ to 3+) if the area ef darkest 
color development is not extensive, whereas the 
correct reading is usually the higher concentration 
(i. e., 3+). 

4. When testing high glucose concentrations with 
“old Tes-Tape,” confusion sometimes arose in in- 
terpreting the significance of the “intensity” versus 
the “hue” of color development.” At concentrations 
of 2.0% or above (4+), although the tape de- 
veloped a deep greenish-black color of much greater 
intensity than the 0.5% (3+) response, the final 
spectral change from dark green to dark blue 
pictured on the color card as the 4+ end-point 
sometimes failed to occur. This discrepancy be- 
tween the end-point anticipated from the compari- 
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son chart and the actual hue appearing on the 
test strip understandably led to indecisive “between 
0.5% and 2.0% (3+ to 4+)” interpretations. 

5. As the material was formerly packaged (“old 
Tes-Tape”), exposure to excessively hot or humid 
environments promoted deterioration of the 
enzymes impregnated on Tes-Tape, with conse- 
quent reduction of its quantitative reliability. 

Manufacturing improvements (“new Tes-Tape’ ) 
introduced in October, 1956, have enhanced the 
analytical precision of the product by erasing the 
latter two causes for low readings. The spectrum 
of color development pictured on the reference 
chart on each dispenser is now matched more 
closely with the actual hues and intensities de- 
veloped by the enclosed Tes-Tape. In addition, 
prompt packaging of the material after impregna- 
tion with the enzymes, together with individual 
foil-wrapping of each dispenser, minimizes dete- 
rioration from exposure to warm or moist condi- 
tions. 

Notwithstanding these technical improvements, 
it is still advisable to incorporate two additional 
instructions for using Tes-Tape: 1. Before reading, 
the tape should be placed flat against a white 
background, e. g., above the color chart on the 
Tes-Tape dispenser itself. 2. If the interpretation at 
the one-minute interval is in the equivocal “0.5% 
to 2.0% (3+ to 4+)” range, a final reading should 
be made at two minutes in order to allow maximal 
color development. Although this maneuver some- 
times results in over-reading actual 0.5% (3+ ) con- 
centrations as 2.0% (4+), this slight inaccuracy is 
acceptable in practice because it does not alter 
clinical implications. The crucial fact is that clini- 
cally serious concentrations of 4+ are always 
recognized as such. 


Summary and Conclusions 


The semiquantitative accuracy of Tes-Tape in 
estimating all degrees of glycosuria was evaluated 
both by testing it on standard solutions of glucose 
in urine and by comparing the Tes-Tape reading 
with actual glucose content of urine from diabetic 
patients. Whether tested against contrived standard 
solutions or spontaneous glycosuria, Tes-Tape in- 
terpretations at the one-minute interval were highly 
reliable at concentrations of 0.5% (3+) or less, but 
were seriously inadequate in detecting glucose 
contents of 2.0% or more (4+). By allowing an 
additional minute for maximal color development, 
however, high-grade concentrations were detected 
with unimpeachable accuracy by both “old” and 
“new batches of Tes-Tape. 

Two additional instructions for using Tes-Tape 
are therefore strongly recommended: 1. The strip 
should be laid flat against a white background 
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before reading. 2. If the one-minute reading is 
0.5% (3+) or more, a final reading should be made 
at two minutes. It is concluded that Tes-Tape, 
when used as recommended, fulfills its original 
promise of providing the ultimate combination of 
convenience and reliability in the semiquantitative 
estimation of urinary glucose. 


4500 S. Lancaster Rd. (2) (Dr. Seltzer). 


This study was supported by a grant from Eli Lilly & 
Company, Indianapolis, who also provided most of the 
Tes-Tape. 


Technical assistance was given by Mildred T. Brennan 
and Jean Dealy. 
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CLINICAL NOTES 


FEMOROPOPLITEAL ARTERIOVENOUS ANEURYSM CAUSED BY 
FRACTURED OSTEOCHONDROMA OF THE FEMUR 


Arthur J. Lesser, M.D., Los Angeles 


Charles E. Greeley, M.D., Newhall, Calif. 


Arteriovenous aneurysms of the extremities are 
usually caused by penetrating wounds (such as 
bullet or stab), but those due to a penetrating 
osteochondroma must be very rare. Paul’ reported 
such a case in a 22-year-old man with multiple con- 
genital osteochondromas, one of which penetrated 
the popliteal artery giving rise to an aneurysm 
with painful swelling of 17 days’ duration. At the 
time of the operation, a pulsating hematoma or 
false aneurysm was found with a single hole in the 
popliteal artery. There was no venous involvement, 
and the artery was restored by suturing of the 
perforation. Paul reported that the dorsalis pedis 
and posterior tibial pulses did not return after sur- 
gery but that the patient was walking with ease. 

Hudson’ reported another case of a traumatic 
aneurysm in a 14-year-old boy with multiple osteo- 
chondromas. This patient gave a history of vigorous 
bicycling for two hours before sudden onset of pain 
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in his left knee. An operation was performed after 
a preliminary attempt at immobilization for two 
weeks. Again, a single tear in the popliteal artery 
was found and repaired. 


Report of a Case 


The case reported here occurred in a boy, aged 14, who 
suffered a perforation at the femoropopliteal junction by an 
osteochondroma six years before we saw him. (We shall 
henceforth refer to this vessel as the femoral artery.) The 
patient reported that for the last few years his right lower 
leg had been markedly swollen and that during the last few 
months he had had considerable crampy pain, forcing him to 
stop on walking one block. He found it very difficult, or 
impossible, to participate in any physical activities at school. 
At the age of 8 he was once found on the floor in a fainting 
condition, complaining of severe pain in his right knee, and 
was seen by an orthopedic specialist. At that time he prob- 
ably suffered a fracture of a cartilageous exostosis or osteo- 
chondroma with the fragment penetrating the artery and 
vein, causing formation of an arteriovenous fistula; the latter 
subsequently dilated into a true arteriovenous aneurysm. 
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The boy was examined in consultation on Sept. 18, 
1957. He appeared pale and was moderately well-developed 
for his age. His heart beat was 92 to 96 per minute, irregu- 
lar, with numerous extrasystoles and a slight systolic mur- 
mur. Blood pressure was 120/68 mm. Hg. Chest x-rays were 


Fig. 1.—Left, femoral angiogram, outlining aneurysmal 
sac with fractured osteochondroma in center. Right, x-ray, 
taken March 27, 1958, five and one-half months after 
operation. 


normal; the cardiac silhouette was not enlarged.* There was 
considerable swelling of the right leg. The calf was 3.5 cm. 
thicker and the lower leg about 1 cm. longer than the left,* 
and the skin over the right knee and leg felt warmer.* The 
right femoral pulse was pounding, but there was no right 
dorsalis pedis and no posterior tibial pulse palpable. 

A pulsating mass was found on the inside of the right leg 
above the knee, measuring 15 by 10 cm. in diameter. It was 
only partly compressible, and a marked systolic and diastolic 
thrill and bruit was audible on direct auscultation over the 
mass and along the femoral artery. The thrill and bruit 
could be stopped by compression of the artery above the 
aneurysm, a phenomenon already described by Hunter ® in 
1757. This compression also resulted in slowing of the pulse 
rate (Nicoladoni ’-Branham sign, or Matas’ bradycardiac 
reaction). A femoral angiogram confirmed the diagnosis of 
an aneurysm and showed a fractured osteochondroma pro- 
truding into its center (fig. 1, left). X-ray bone survey re- 
vealed no other bone spur, although osteochondromas are 
usually multiple. An operation was performed by one of us 
(A. J. L.) on Oct. 19. A 12-in. incision was made over the 
medial lower part of the right thigh with an L-shaped 
extension toward the fossa poplitea. The aneurysmal sac 
was carefully dissected off the sartorius and adductor muscles 
and medial femoral and popliteal nerves. The femoral artery 
was exposed above Hunter’s canal and was secured with 
tape and a bulldog clamp. The popliteal artery below the 
aneurysm was treated in a similar manner. Thus, the main 
arterial blood supply to the aneurysm was controlled. The 
aneurysm was then completely dissected and was entered 
through an opening close to its venous drainage. The sac 
was carefully removed off the vein and artery, leaving a 1- 
cm. round defect in the markedly dilated popliteal vein and 
a 4-cm. gap between the arterial stumps (fig. 2, top). 

In view of the youth of the patient and the known draw- 
backs of all grafts, i. e., inability to grow and late throm- 
bosis, we preferred to restore the 4-cm. arterial defect by a 
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primary anastomosis. To obtain more length for bridging the 
gap, the proximal stump of the artery was mobilized and 
collaterals were cut and ligated. No extensive mobilization 
was done on the distal segment. After bending the knee 
25 degrees, it was possible to approximate the two arterial 
stumps '°—measuring only 4 mm. in diameter—with fine 
00000 vascular oiled silk suture placed continuously on the 
posterior wall and interrupted anteriorly. The lateral defect 
in the vein wall was readily closed with adjacent sac wall. 
Ten mg. of heparin was used repeatedly for local irrigations. 
After release of the bulldog clamps, a good pulse beyond 
the anastomosis was noticed. The bone spur, which pene- 
trated to the center of the cavity of the aneurysm, was then 
removed, and the bone was smoothed with chisel and file. 

After wound closure the knee was immobilized in flexion 
on a well-padded plaster splint; it was gradually extended 
during the next few weeks. The patient had a good dorsalis 
pedis and posterior tibial pulse immediately after the opera- 
tion and thereafter. Postoperative treatment consisted of 
antibiotics and 25 mg. of heparin given subcutaneously and 
1 Gm. of aspirin every eight hours. The opened aneurysmal 
sac showed blood clots and two arterial and one main venous 
opening (fig. 2, bottom). Histological examination of the 


artery 


aneurysm 


osteochondroma 


Fig. 2.—Top, schematic drawing of arteriovenous aneur- 
ysm 15 by 10 cm. in diameter. Bottom, schematic drawing 
of aneurysmal sac opened. 


sac wall revealed remnants of the internal elastic membrane, 
proving the derivation of the sac from the arterial wall and 
confirming the true nature of its origin (fig. 3). 

The boy returned to school on crutches three weeks after 
surgery. Three months later his knee was completely ex- 
tended, and he walked well without any support. The right 
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calf appeared to be decreasing in thickness, and there was 
hardly any subcutaneous edema. X-ray reexamination five 
and one-half months later revealed normal bone structure 
(fig. 1, right). 

Comment 


This case seems to be unusual in two respects. 
Unlike the two other patients described in the 
literature, our patient showed only a single osteo- 
chondroma and a true aneurysm. The history would 
indicate that this youngster sustained trauma at the 
age of 8, at which time a preexisting osteochon- 
droma with the cartilagenous cap penetrated the 
adjacent femoral artery and vein and gave rise to 
an arteriovenous fistula. Gradually the arterio- 
venous fistula grew and developed into a fist-sized 
aneurysmal sac, causing the described disability. 

At time of the operation, the problem of restora- 
tion of the venous defect was solved by closing the 
lateral perforation in the vein wall with adjacent 


Fig. 3.—A, 
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anastomosis, which is considered an added safe- 
guard against secondary thrombosis. It may also be 
worth mentioning that the anterior half of the 
anastomotic suture line was made with interrupted 
sutures to allow for widening of the vessel during 
growth. The gradual extension of the knee after the 
operation was tolerated without any interference 
with circulation. 
Summary 


Intermittent claudication in a 14-year-old boy 
was due to a traumatic femoropopliteal arterio- 
venous aneurysm caused by a penetrating fractured 
osteochondroma. Resection and end-to-end anasto- 
mosis of the artery and repair of the vein com- 
pletely restored circulation and function. 
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wall of aneurysm with laminated internal elastic membrane (indicated by arrows), stained with Verhoeft’s 


elastic stain (x 40). B, bony tissue from osteochondroma and wall of aneurysm in left upper corner ( x 40). C, cartilagenous 


cap of osteochondroma ( « 40). 


aneurysmal wall tissue. However, the problem of 
arterial restoration was complicated by the small 
caliber of the vessel (4 mm.) and by the distance 
of 4 cm. between the two stumps to be bridged. In 
view of the fact that we were dealing with a grow- 
ing patient, we felt that any replacement with 
homograft or nylon tube might lead to a relative 
narrowing or possible thrombosis of this area. 
Therefore we resorted to mobilization of the proxi- 
mal stump and flexion of the knee to facilitate 
approximation. 

No collaterals were sacrificed on the distal stump, 
but several collaterals were ligated proximally. This 
not only permitted a lengthening of the proximal 
stump but also increased the thrust across the 


The authors wish to acknowledge technical assistance by 
the departments of pathology of Cedars of Lebanon, Temple, 
and North Hollywood hospitals and by Drs. W. Miller and 
J. Fields. 

References 

1. Paul, M.: Aneurysm of Popliteal Artery from Perfora- 
tion by Cancellous Exostosis of Femur: Report of Case, 
J. Bone & Joint Surg. 841:270-271 (May) 1953. 

2. Hudson, O. C.: Traumatic Aneurysm of Popliteal 
Artery due to Osteochondroma, Am. J. Surg. 903528-530 
(Sept.) 1955. 

3. Holman, E.: Arteriovenous Aneurysm: Abnormal Com- 
munications Between Arterial and Venous Circulations, New 
York, the Macmillan Company, 1937. Elkin, D. C., and 
Warren, J. V.: Arteriovenous Fistulas: Their Effect on 
Circulation, J. A. M. A. 13431524-1528 (Aug. 30) 1947. 

4. Lewis, T.: Adjustment of Bloodflow to Affected Limb 
in Arteriovenous Fistula, Clin. Sc. 4:277-285 (Oct.) 1940. 


958 
167 


Vol. 167, No. 15 


5. Franz, cited by Allen, E. V.; Barker, N. W.; and 
Hines, E. A., Jr.: Peripheral Vascular Diseases, ed. 
Philadelphia, W. B. Saunders Company, 1955, p. 406. 

6. Hunter, W.: History of Aneurysm of Aorta with Some 
Remarks on Aneurysms in General, Med. Obs. Soc. Phys., 
London, 13:323-357, 1757. 

7. Nicoladoni, C.: Phlebarteriectasie der rechten oberen 
Extremitit, Arch. f. klin. Chir. 18:252-274, 1875. 


> 


URETERAL ECTOPIA—COONER ET AL. 1833 


8. Branham, H. H.: Aneurismal Varix of Femoral Artery 
and Vein Following Gunshot Wound, Internat. J. Surg. 
3250-251 (Nov.) 1890. 

9. Matas, R.: Systemic or Cardiovascular Effects of 
Arteriovenous Fistulae, Tr. South. S. A. 3@:623, 1923. 

10. Allen, E. V.; Barker, N. W.; and Hines, E. A., Jr.: 
Peripheral Vascular Diseases, ed. 2, Philadelphia, W. B. 
Saunders Company, 1955, p. 729. 


ENURESIS DUE TO URETERAL ECTOPIA 


REPORT OF A CASE 


William H. Cooner, M.D., Harry M. Burros, M.D. 


Eduardo Canon, M.D., Philadelphia 


This case report is presented in order to empha- 
size the necessity of careful and complete evalu- 
ation of the urinary tract of children with the com- 
plaint of enuresis. While most often this problem 
resolves itself into one of psychogenic origin, this 
diagnosis must not be made until organic etiology 
has been ruled out. One of the frequent causes of 
this symptom in the female is ureteral ectopia, the 
diagnosis of which may be so elusive as to require 
prolonged, persistent effort before it can be demon- 
strated. 

Grieve and Thomson’ report a case of bilateral 
renal duplication with incontinence and provide a 
review of the literature pertaining to this condition. 
Campbell * gives the over-all incidence of ureteral 
ectopia, as determined from autopsies of children, 
as about | in 1,900, occurring three to four times as 
often in females as in males. Since the ectopic 
orifice always lies superior to sphincteric control in 
the male, incontinence does not result; however, in 
about 50% of females with an ectopic orifice, the 
opening is external to the sphincter, with resulting 
incontinence. 

This 5-vear-old child was first seen in May, 1955, because 
of “leakage of urine.” The mother stated that the patient was 
well toilet-trained at the age of one year and that there had 
been no symptoms referable to the urinary tract until four 
months prior to her presentation at the clinic. At that time, 
she began to wet the bed consistently at night, even though 
she was aroused several times during the night to void. She 
also dribbled urine during the daytime, especially when 
she sneezed or coughed or was scolded by the mother. The 
child’s parents had separated about the time these symptoms 
began, and the mother related their onset to the stressful 
home situation. There was no history of burning on urina- 
tion, hematuria, or urgency. 


From the Department of Urology, the Graduate Hospital of the Uni- 
versity of Pennsylvania and the Graduate School of Medicine of the 
University of Pennsylvania. Dr. Canon is now at the University of Cali, 
Cali, Colombia. 


Physical examination revealed no significant abnormalities. 
There was a moderate anemia, with hemoglobin level of 
10.5 Gm.%. Urinalysis revealed 2-5 white blood cells per 
high-power field, and urine culture was reported as showing 
Staphylococcus aureus. Cystoscopy revealed no evidence of 


Fig. 1.—Urogram showing apparently normal right upper 
urinary tract and reduplication of left kidney calyces and 
pelvis. 


inflammation, stone, or other pathological process. Both ure- 
teral orifices were visualized and were normal in position, 
size, and configuration. No ectopic ureteral orifice was seen. 
Cystometrogram yielded an essentially normal curve. It was 
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felt that no organic pathological process existed to account 
for the patient’s symptoms, and she was discharged with the 
diagnosis, “urinary incontinence secondary to psychogenic 
factor.” 

She was asked to return to the clinic in one year, and did 
so, at which time she was found to have almost constant 
dribbling, in addition to apparently normal acts of voiding. 
Physical findings this time were essentially the same as 


Fig. 2.—Small opening just posterior to urethra, into which 
4 F. catheter was passed. 


before. The hemoglobin level had risen to 12 Gm.%, and 
urinalysis was again unremarkable. Careful observation of 
the voiding pattern revealed almost constant dribbling, but 
with interspersed episodes of normal voiding. Excretory 
urography (fig. 1) showed an apparently normal right upper 
urinary tract, and reduplication of the left kidney calyces 
and pelvis, and probably also of the ureter. Armed with 
this information, another search for an ectopic ureteral 
orifice was undertaken. Close inspection revealed a small 
opening just posterior to the urethra (fig. 2). A 4 F. ureteral 
catheter was passed into this opening a distance of 6 cm., 
beyond which it could not be passed. Intravenous injection 
of sodium indigotindisulfonate (indigo carmine) showed this 
to be a ureteral opening. Retrograde injection of contrast 
material revealed the ureter to be markedly dilated and 
associated with the upper renal segment on the left side 
(fig. 3). 

Exploration was performed through a left flank incision. 
Two ureters were identified, the one to the superior segment 
being markedly dilated. This segment and as much of the 
ureter as possible were removed. The postoperative course 
was uncomplicated. The patient left the hospital one week 
later and has since voided normally. 
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Comment 


Development of an ectopic orifice is thought to 
depend on communication between a remnant of 
the mesonephric ( Wolffian) duct, which becomes 
Gartner's duct in the female, and the vagina, cer- 
vix, or uterus. This communication may exist at 
birth or may develop after several years on per- 
foration of a cyst in Gartner's duct. 

Intravenous urography may fail to make one 
suspect an ectopic ureter if the function of the renal 
segment involved is so impaired as to prevent ade- 
quate excretion of contrast material. In addition, 
cystoscopy may reveal nothing abnormal, since two 
normally situated ureteral orifices may be identi- 
fiable. Retrograde pyelography carried out through 
the normal ureteral orifice may be helpful if the 
calyceal pattern suggests missing calvces (usually 
the superior). Use of orally or intravenously ad- 
ministered dyes is frequently most helpful, and use 


Fig. 3.—Ureter markedly dilated and associated with 
upper renal segment on left side. 


of this technique early in the course of the investi- 
gation will often permit identification of the ectopic 
orifice much sooner than by any other method. 


Summary 


This case of ureteral ectopia, with resulting in- 
continence, emphasizes the importance of complete 
evaluation of the urinary tract of children with 
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enuresis. The use of orally or intravenously admin- 
istered dyes as an aid in locating an ectopic orifice 
is frequently the preferred diagnostic technique, 
as other commonly used studies are often not help- 
ful in revealing this abnormality. 
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SEVERE REACTION TO METHOXAMINE HYDROCHLORIDE 


REPORT OF A CASE OCCURRING DURING TREATMENT OF 
PAROXYSMAL SUPRAVENTRICULAR TACHYCARDIA 


J. Richard Durham, M.D., Wilmington, Del. 


Since Nathanson and Miller’ first reported on 
the action of methoxamine (Vasoxyl) hydrochlo- 
ride in the treatment of paroxysmal supraventricular 
tachycardia in 1952, several reports in subsequent 
years have suggested that this drug might prove to 
be the best agent for terminating this common 
arrhythmia after the usual simple measures to stimu- 
late the vagus have failed. The drug is a synthetic 
sympathomimetic amine compound which differs 
from epinephrine mainly in having a methoxy in- 
stead of a hydroxy group on the benzine ring. The 
chemical designation is $-hydroxy-8-(2,5-dimeth- 
oxyphenyl) isopropylamine hydrochloride. 

This drug will not induce ventricular fibrillation 
or other arrhythmias as epinephrine does, even in 
the cyclopropane-sensitized heart; it does not pre- 
vent carotid sinus—induced cardiac standstill, nor 
does it increase the ventricular rate in heart block. 
The bradycardia caused by intravenous injection 
can be abolished or prevented by atropine, which 
is, therefore, the antidote. 

Lahti and associates * reported that methoxamine 
in overdosage (in dogs) caused sinus pauses and 
short runs of atrioventricular nodal] rhythm. With 
lethal doses, death resulted from respiratory arrest 
and the heart action remained satisfactory. The 
mechanism of action in terminating the tachycardia 
is believed to be due to a rise in pressure in the 
arteries which activate all four afferent pathways 
concerned with cardiac slowing—that is, the baro- 
ceptors in the carotid sinuses and the aortic arch. 
Aviado and Wnuck ° believe that, in addition to the 
constrictor action of the drug on systemic vessels, 
stretch receptors in the cardiac wall may be acted 
on by the drug. No direct proof of the latter action 
was offered, however. 

Nathanson and Miller ’ reported a dull headache 
with intravenous doses of 4 to 5 mg.; sometimes a 
fulness in the chest or a prickly sensation was 


noted. This did not seem severe, and no acute ap- 
prehension, palpitations, or throbbing in the neck 
were complained of, such as are often seen with 
epinephrine in pressor. doses. These authors recom- 
mended 8-10 mg. given intravenously as a usual 
dose and reported two cases in which the attacks 
ended within a minute after the injection. 

Subsequently, Berger and Rackliffe* reported 
two cases, in 1953, in which paroxysmal tachy- 
cardia was quickly terminated by methoxamine ad- 
ministration without side-effects. They pointed out 
the value of the drug in combating the frequently 
accompanying vascular shock. 

In 1954, Chotkowski and co-workers ° reported 
three cases of supraventricular tachycardia which 
responded quickly to the administration of meth- 
oxamine, usually in 10-mg. doses, sometimes re- 
peated. Weakness and nausea were noted at times, 
but these were of slight degree and not incapaci- 
tating. 

Since these reports, methoxamine has been used 
quite frequently for the cessation of this particular 
arrhythmia. In the past two years, I have employed 
the drug in office or home treatment without side- 
effects in 12 cases. Occasionally, a second intra- 
venous dose of 10 to 20 mg. has been required. It 
has been my practice to use the 20-mg. ampul un- 
diluted, giving the drug very slowly by vein and 
having the stethoscope over the precordium while 
the injection is being made. Frequently, the tachy- 
cardia ceases prior to the emptying of the syringe. 
Usually about 10 mg. is sufficient to cause con- 
version. On two occasions, 20 mg. in separate in- 
jections about 10 minutes apart was required; in 
one of these, carotid sinus pressure was effective 
after the second injection was completed, suggest- 
ing that methoxamine reinforced the effect of pres- 
sure on the sinus. 
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Report of a Case 


A 39-year-old woman was known to be subject to bouts 
of a disturbing, regular, but relatively slow tachycardia since 
1946, although such attacks were not documented by electro- 
cardiogram until July, 1953. It will be noted in the tracing 
(see figure) that the tachycardia reveals an aberrant ven- 
tricular conduction with a rate of 110. The chest leads (not 
shown) revealed a late instrinsic deflection over the left side 
of the heart, and the pattern was considered to be indica- 
tive of a supraventricular tachycardia with an abnormal 
conduction simulating a left bundle branch block pattern. 
This particular attack was suddenly converted by subcu- 
taneous administration of neostigmine (Prostigmin) bromide 
followed by carotid sinus pressure. There was no demon- 
strable organic heart disease on auscultation or fluoroscopic 
study. The patient was of slender habitus, her weight 
averaging 105 Ib. (47.6 kg. ). 
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failed to convert the rhythm, and on this occasion adminis- 
tration of one ampul of methoxamine, containing 20 mg., 
was started intravenously, undiluted. After about 10 mg. 
had been administered, the rhythm suddenly reverted to 
slow normal sinus rhythm, with a rate of about 64, con- 
firmed by electrocardiogram monitoring. The needle was 
withdrawn, and the patient suddenly screamed because of 
an excruciating, almost unbearable headache. This was 
accompanied by projectile vomiting, and 200 mg. of 
meperidine was immediately administered to allay the pain. 
Her blood pressure prior to methoxamine administration had 
been 90/60 mm. Hg, and its highest point after administra- 
tion was only 140/90 mm. Hg. This seemed insufficient to 
cause such an excruciating headache, and the possibility of 
some congenital abnormality of the cerebral circulation 
(cerebral aneurysm) came to mind. After about one hour, 
the headache, which was described as a severe band en- 

circling the scalp, subsided to the ex- 


i 


tent that the patient was able to sit 


4 


up in a chair. The rhythm remained 


normal, and the nausea and vomiting 


gradually subsided. 


Comment 


Salomon ° reported a refrac- 


tory case in which there were 


rather marked side-reactions to 


i 
i 


a single dose of 20 mg. of 


methoxamine, with “intense 


headache, general nervousness 


... accompanied by rectal and 


vesical tenesmus,” lasting for 


one hour. Despite what was 


possibly an unnecessarily large 


dose, the tachycardia recurred 


two and one-half hours later. 


and associates’ also re- 


++ ported a case in which recur- 


226224 
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rence of the tachycardia fol- 


ge lowed two minutes after 6 mg. 


of methoxamine had converted 


the arrhythmia; possibly this 


dose was too small. 


++ 


My patient's reaction, in 


> 


connection with Salomon’s re- 


4 
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port, would seem severe enough 


4 

+ 
+ 
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Electrocardiographic tracing showing (above) paroxysmal tachycardia and (below) 
immediate return to sinus rhythm after neostigmine administration and carotid sinus 


pressure. 


Because of the frequency of these attacks, various pro- 
phylactic programs were attempted, with use of quinidine 
sulfate, procainamide (Pronestyl) hydrochloride, and digi- 
talis. None of these drugs in full dosage prevented the 
attacks from breaking through, and the patient eventually 
became sensitive to quinidine. By November, 1957, the 
attacks were occurring about every 10 days and were 
accompanied by considerable anxiety. This frequently 
necessitated the use of meperidine (Demerol ) hydrochloride, 
100 mg. given subcutaneously, plus barbiturates for seda- 
tion. With this treatment, the attack usually subsided during 
sleep. 

The patient presented herself in the office on Dec. 20, 
1957, having experienced a bout of tachycardia which had 
been present for the last 14 hours. Again, the usual measures 


to cause questioning the use 
of methoxamine as part of a 
routine home treatment for 
supraventricular tachycardia. 
However, I have continued to 
use it, both in office and in home treatments, for 
attacks of paroxysmal tachycardia but have taken 
the precaution to have atropine available in case 
of a severe reaction. 

No attempt has been made to review the volumi- 
nous literature on the numerous methods for ter- 
minating paroxysmal tachycardia. Briefly, it is my 
practice to instruct the patient suffering from this 
common arrhythmia in the usual simple measures 
to stop the attack: carotid sinus pressure, Valsalva 
maneuver in head-down position, iced drinks, and 
induced vomiting. If these fail, quinidine in doses 
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of 0.6 to 0.8 Gm., followed by 0.4 Gm. every half 
hour, for three or four doses, is tried. If this is in- 
effective, further therapy by the physician is indi- 
cated, Prophylactic therapy is not recommended 
unless the attacks occur frequently enough to justify 
the nuisance of daily medication. This usually 
means weekly or biweekly attacks. 

It is my feeling that methoxamine should still be 
considered as perhaps the best drug for the ter- 
mination of these attacks, provided that the physio- 
logical antagonist, atropine, is at hand and pro- 
vided that the drug is given slowly in a dose of 
10 mg. Possibly, in individuals of slight habitus, 
such as was the case here, it might be well to dilute 
the drug in a few cubic centimeters of isotonic 
sodium chloride solution. 


Summary 


A severe reaction to methoxamine hydrochloride 
occurred during its use in the treatment of parox- 
ysmal supraventricular tachycardia. Despite this 
reaction, the drug may still be the best medicament 
for routine office and home use in the treatment of 
this usually benign arrhythmia. 


Addendum 


Since submission of this article, I have had an 
opportunity to treat a 20-year-old college student 
with paroxysmal tachycardia and a Wolff-Parkin- 
son-White syndrome known to be present since 
childhood. The patient had experienced the tachy- 
cardia for about five hours; an electrocardiogram 
revealed a supraventricular tachycardia with the 
aberrant QRS complexes so frequently seen in pa- 
tients with this syndrome. The rate was 212 per 
minute. Previous attacks had been stopped by 
various combinations of neostigmine, lanatoside C 
(Cedilanid), the Valsalva maneuver, and carotid 
sinus pressure. 


METHOXAMINE—DURHAM 1837 


A 20-mg. ampul of methoxamine was placed in a 
syringe undiluted and administration started slowly 
by vein, with the patient in the recumbent position. 
It occurred to me that any unpleasant reaction 
might be avoided by asking the patient to state 
whether she felt tingling and to what extent. 
Therefore, the rate of injection was controlled by 
the amount of tingling which she experienced. At 
the same time, the patient performed the Valsalva 
maneuver intermittently. After 12 mg. of the drug 
had been introduced in approximately two minutes’ 
time, the rhythm suddenly converted to a slow 
normal sinus rate. A post-tachycardial tracing re- 
vealed typical complexes of the Wolff-Parkinson- 
White syndrome. 

While atropine should be kept on hand, it is now 
felt that any severe reaction can usually be avoided 
by slowing or momentarily stopping the injection 
as the patient’s tingling sensation increases. 

623 Delaware Ave. (1). 
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duced, in August 1926, the special diet therapy for pernicious anemia, treat- 


Piece OF PERNICIOUS ANEMIA.—Until Minot and Murphy intro- 


ment for this condition had been unsatisfactory. The diet was especially rich 
in complete protein and iron, particularly liver. It was soon observed that except for 
those with marked disorders due to spinal cord degeneration, all patients who ob- 
served this diet showed marked symptomatic improvement and a prompt, rapid and 
distinct remission of their anemia. Before the discovery of the beneficial effects of 
whole liver in pernicious anemia, the life expectancy of the patients with this disease 
was considered to be short, often a few months or years at least. There has now been 
more than 30 years of experience in treating patients with pernicious anemia, first 
with whole liver, later with liver extracts and vitamin B,. as substitutes for liver. 
With closer contacts between patients and physician for proper guidance of therapy, 
we find such patients live long and useful lives, often exceeding that of other mem- 
bers of their age group.—S. D. Conklin, M.D., Report of a Case of Pernicious Anemia 
Under Treatment for 31 Years, The Guthrie Clinic Bulletin, April, 1958. 
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GENITOURINARY MYIASIS DUE TO ERISTALIS TENAX 


REPORT OF A CASE 


Charles J. Supple, M.D., Toledo, II. 


A 16-year-old patient was delivered of 2 term 
infant on May 2, 1957, after an uneventful preg- 
nancy and labor. Urinalyses were consistently nega- 
tive, blood pressures were normal, ankle edema 
was absent, and a Kahn test and chest x-ray were 
negative. 

About one week after delivery the patient started 
to complain of intermittent and colicky pain in the 
left lower quadrant, anorexia, nausea, occasional 
vomiting, chronic fatigue, and gradual loss of about 
10 Ib. (4.5 kg.). The parents are well-to-do, fas- 
tidious farmers who exercise care about personal 
habits and cleanliness. Pelvic examination revealed 


Rat-tailed maggots passed in urine of patient one month 
after onset of symptoms. 


normal postpartum findings; urinalysis was nega- 
tive. One month after the onset of these symptoms 
the patient passed spontaneously in her urine an 
organism (see figure) identified as a_ rat-tailed 
maggot.’ The size was about 3.5 cm. in length and 
0.7 cm. in diameter, and the tail measured 4.5 cm. 
in length. The next day another organism was 
passed. The patient was given hexylresorcinol 
(Caprokol), 1 Gm. in one dose, followed by epsom 
salts catharsis 24 hours later. No organisms were 
passed per anus or urethra. The patient’s course 


changed. She ate better, the pain left completely, 
and she has been asymptomatic with no recurrence 
since. 


Comment 


The diagnosis of Eristalis tenax was confirmed 
by submitting the specimen to the Armed Forces 
Institute of Pathology? and to Dr. Carroll Birch 
of the University of Illinois College of Medicine, 
department of parasitology.” The organism is char- 
acterized by an anal breathing tube and usually 
hangs downward from the surface of water.* The 
adult is a large fly but resembles a drone bee.’ 

DeGroot,’ in 1956, divided maggots into four 
groups. The first group included the blood-sucking 
ones, such as Auchmeromyia luteola, found in 
South Africa. The second group included the 
wound and natural cavity invaders. These can ac- 
tually clean wounds and are of the genera Calli- 
phora, Sarcophaga, and Wohlfahrtia. The invaders 
of the gastrointestinal and genitourinary tracts are 
in the third group and are very rare. The fourth 
group may penetrate the skin and cause boils or 
the creeping eruption (larva migrans) of the skin 
of infants, as seen in the southern states.° 

A perusal of the Quarterly Cumulative Index 
Medicus reveals no mention of E. tenax as a cause 
of genitourinary myiasis. Cases due to Musca do- 
mestica“ and Fannia fusconotata Rondani* have 
been recorded. The question arises as to how the 
organism enters the bladder. It may enter directly 
by passing up the urethra from swimming or bath- 
ing in contaminated water,’ or it may migrate from 
the intestines.’ DeGroot feels that gastrointestinal 
and genitourinary forms of the disease are very 
rare, but the genitourinary form may be caused 
by the laying of eggs about the urethra.” 

There are numerous reported cases of gastro- 
intestinal myiasis due to E. tenax.” Descriptions of 
E. tenax were published in 1909 by McCampbell 
and Corper and in 1912 by Hall and Muir.* That 
myiasis is often asymptomatic was shown by Ken- 
ney’s work, in 1945, on feeding Leptocera venalicia 
to 60 men. Ten were completely asymptomatic, 
and the others noted few, if any, symptoms other 
than spontaneous passage.” 


Summary 


A case of genitourinary myiasis due to Eristalis 
tenax has been encountered. It is believed that no 
such case has been recorded previously. Gastro- 
intestinal and genitourinary myiasis evidently is a 
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self-limited disease with spontaneous recovery after 
passage of the organisms as the usual outcome. 
There is no specific treatment. 
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OPHTHALMOSCOPIC EXAMINATION IN CHILDREN 


Jaime Quintanilla, M.D., Wilkes-Barre, Pa. 


The purpose of this article is to present a simple 
technique which facilitates the ophthalmoscopic 
examination in children. During the neurological 
examination of the outpatients of the Children’s 
Service Center of Wyoming Valley, Inc., the inspec- 
tion of the optic fundi was not a simple procedure, 
because the children, particularly the very young 
ones, would keep their eyes in motion, attracted 
either by the light of ophthalmoscope or other ob- 
jects in the examining room. Others would become 
frightened and would burst into tears and run to 
the door demanding to be taken to their parents. 

We tried to solve the problem by asking the 
children to look at different pieces of equipment in 
the room, but the result was about the same. In one 
of these instances we decided to use a standard 
mirror, which produced the results here described. 
An 18-by-24-in. mirror was fixed on the wall 4 ft. 
from the floor. This location permitted a com- 
fortable examination because the patient’s face 
would be at about the level of that of the exam- 
iner. Very small children stood on a chair or were 
held by their parents. 

The patients stood about 5 ft. from the mirror, 
except those under 3 years of age, who were held 
about 3 ft. from the mirror. With the room slightly 
illuminated, so as to allow the patient to see his 
face on the mirror, he was asked to look at his eyes. 
This fixed the eyeball, and the examiner proceeded. 
The children were helped with phrases such as 
“Keep looking at your eyes.” 


From the Children’s Service Center of Wyoming Valley, Inc. 


We found that, when the patient looked at the 
image of his eyes, the accommodation reflex entered 
into function, dilating the pupils which previously 
had been contracted by the stimulation from the 
light of the ophthalmoscope. Children found this 
experience interesting. Looking at what the exam- 
iner was doing not only immobilized their eyes but 
lessened the fear this examination often produced. 
It also “neutralized” the uncomfortable sensation 
of the light by concentrating their attention to the 
action seen in the mirror. 

We have used this technique in over 75 patients 
from the age of 21 months and up. The results 
have been satisfactory in all but two cases; a severe- 
ly mentally defective 5-year-old patient with hy- 
peractive behavior was unable to cooperate, and a 
rather antagonistic youngster did not follow sug- 
gestions and resisted the entire neurological ex- 
amination. In our series of patients we found only 
one abnormality, an early papilledema confirmed 
later by an ophthalmologist and found during a 
surgical exploration to be due to an acute arach- 
noiditis of the optochiasmatic area. 

In conclusion, the dilatation produced by the 
accommodation reflex occurring when the patient 
looks at his image in the mirror was satisfactory for 
a routine inspection of the optic fundi. The com- 
bination of this effect with the immobilization of 
the eyeball and the cooperation of the patient 
makes this method a useful one. 


335 S. Franklin St. 
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MEDICAL CONTROL OF ADAMS-STOKES SYNDROME 


Richard J. Jones, M.D., Chicago 


Recurrent episodes of Adams-Stokes syncope due 
to ventricular arrest may occur in heart diseases of 
diverse etiology and pursue an unpredictable course. 
The clinical aspects of complete atrioventricular 
block and the Adams-Stokes syndrome have re- 
cently been reviewed,’ and it has been well pointed 
out that the management of each case must be in- 
dividualized.”? Recently, the isopropyl derivative of 
arterenol, isoproterenol (Isuprel) hydrochloride, 
has been reported to exert a favorable influence on 
syncopal attacks due to complete atrioventricular 
block with a slow ventricular rate or to ventricular 
asystole ® without increasing blood pressure sub- 
stantially * or initiating or perpetuating ectopic 


* 


Fig. 1.—Electrocardiogram showing (left) standard limb leads on May 31, 1957, 
and (right) lead 1, taken during (top) ventricular arrest, (middle 
ventricular block after the period of ventricular arrest, and (bottom) the restoration 


of a normal rhythm by intravenously given isoproterenol. 


ventricular arrhythmias.** Most of the reported ex- 
periences with this agent have involved the use of 
oral linguets, though the use of continuous intra- 
venous infusion has been employed by some 
workers *” and recommended by others.* The use 
of steroid therapy to enhance atrioventricular con- 
duction has been suggested by the work of Lown 
and associates.” I have recently encountered a case 
of Adams-Stokes syndrome in which syncopal at- 
tacks, related to electrocardiographically estab- 
lished ventricular asystole, were occurring with 
mounting frequency and were favorably influenced 
by isoproterenol and, for a period of six months, 
by prednisone (Meticorten). After this period, an 
exacerbation occurred with frequent attacks which 


Assistant Professor, Department of Medicine, the University of 
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were no longer controlled by these medicaments, 
but symptomatic relief followed their withdrawal 
and the establishment of a permanent complete 
atrioventricular block. 


Report of a Case 


A 40-year-old man was admitted to Billings Hospital on 
May 29, 1957, with the chief complaint of “black-out spells” 
of three months’ duration. He had been in apparently ex- 
cellent health until three months prior to admission, when he 
suddenly lost consciousness and fell to the floor one evening 
while sitting at the dinner table. One month later he had a 
second attack, identical in character, and this was then 
repeated with a progressive increase in frequency until he 
was having attacks three times a day by mid-April. At this 
time he was admitted to a local com- 
munity hospital, where an electroen- 
cephalogram and an electrocardiogram 
were taken, and was treated with anti- 
convulsant drugs with apparent im- 
provement. On his returning home, 
however, the incidence of these at- 
tacks increased again to several times 
a day so that he was readmitted to 
that hospital two weeks later. In spite 
of the fact that he was placed on anti- 
convulsant medication, the attacks in- 
creased in frequency so that he was 
having from 10 to 15 attacks of brief 
duration each day. Many times these 
occurred while he was asleep but more 
often while awake. They occurred at 
bed rest or in the upright position. 
Each attack was preceded by a burn- 
ing sensation in both legs that rose 
into the chest and up into the head 
and lasted about five seconds before 
unconsciousness supervened. Uncon- 
sciousness never lasted more than two 
minutes, and convulsive movements 
had not been reported by any of 
numerous observers. At the time of 
admission to the neurology service of 
Billings Hospital, the patient was 
afraid to be left alone in a room for fear that he would hurt 
himself in falling. 

The patient had undergone tonsillectomy in childhood 
and at the age of 28 had suffered a migratory polyarthritis, 
requiring five weeks of bed rest, diagnosed as acute rheu- 
matic fever. To his knowledge, there had been no residual 
heart damage or any further rheumatic or cardiorespiratory 
symptoms. 

The physical examination was not remarkable except that 
the heart, which was not seen to be enlarged, showed a 
grade-2 harsh systolic murmur at the apex, transmitting well 
toward the axilla. There was also a grade-2 systolic pulmonic 
murmur, lower in pitch and smoother in quality than that 
at the apex. 

The initial electrocardiogram showed perfectly normal 
function, with a P-R interval of 0.20 seconds and left axis 
deviation (fig. 1, left). Findings on electroencephalogram, 
cisternal p , and manometric studies at 
the time of lumbar puncture were essentially negative. 
Routine determinations of hemoglobin level, white blood 
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cell count, red blood cell count, hematocrit value, differen- 
tial count, and sedimentation rate and urinalysis were nega- 
tive. The antistreptolysin titer was 1:100, C-reactive pro- 
tein precipitation 1+, and serum carbon dioxide content 
28 mEq. per liter. 

On the 18th hospital day, the patient had six spells in the 
first few hours of the morning and was seen by one of the 
house staff, who, for the first time, discovered that during an 
attack his pulse rate was 30-40 per minute and irregular. An 
electrocardiogram was then taken while the patient was 
under hyperventilation, and it was demonstrated that hyper- 
ventilation precipitated a complete atrioventricular block 
which was initiated by a period of ventricular asystole last- 
ing up to nine seconds (fig. 1, right). 

Treatment (see fig. 2).—With the establishment of this 
diagnosis, the anticonvulsant medication was discontinued 
and ephedrine, 30 mg. every three hours, sublingually given 
isoproterenol, 20 mg. every two hours, and hydroxyampheta- 
mine (Paredrine) hydrobromide, 40 mg. every four hours, 
were tried without complete success. On the 23rd_ hospital 
day, the patient was started on therapy with 40 mg. of 
prednisone daily and intravenously given isoproterenol, 
0.5 mg. per 100 cc. by a continuous 
intravenous drip. As long as the in- 8Lock | | 
travenous drip was maintained at a — SYNCOPE 
rate of 20 drops per minute (5 mcg. 
per minute), a normal sinus rhythm 
was maintained, usually at a rate be- 
tween 90 and 110 beats per minute. - 
The pulse rate fell slightly as the 
rate of infusion was decreased to 12 
drops per minute, but at 12 drops or, 
sometimes, even 16 drops per min- 
ute the patient would develop an 
incomplete (2:1) atrioventricular 
block, which was productive of a 
vague uneasiness but not syncope. 
By the 27th hospital day, when the 
patient had been receiving 40 mg. | 


PULSE RATE 
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of prednisone and about 30 mg. of — PAREORINE, Mom. 
intravenously given isoproterenol 

daily for four days, a slowing of the a 
MGM ORAL ISUPREL 
infusion rate to 10 drops per minute 
still permitted a lapse from a sinus 

rhythm to an incomplete atrioventric- “| 
ular block. On the 30th hospital day, ° 
after one week of therapy with iso- 
proterenol administered intravenous- 
ly, a normal sinus rhythm could be 
maintained with the isoproterenol in- 
fusion at 8 drops per minute, so that 
at this point the intravenous drip 
was replaced by sublingual therapy in the form of linguets 
of isoproterenol, 15 mg. every three hours. From this point 
on, there was no recurrence of any type of atrioventricular 
block or ventricular asystole until discharge from the hospital 
on the 50th hospital day. 

The dosage of prednisone was gradually cut down over a 
six-week period, and the patient suffered no recurrence of 
symptoms until three weeks after the complete withdrawal 
of this drug, when attacks began to recur. He was then able 
largely to control the symptoms by returning to prednisone 
therapy, 15 mg. per day; syncopal attacks occurred rarely 
until this dosage was increased to 20 mg. per day. He took 
isoproterenol linguets only sporadically, because they pro- 
voked an “uneasiness,” poorly described. On Feb. 1, 1958, 
approximately seven months after the initial admission, he 
began having a recurrence of “attacks” every 15 minutes, 
many of which were accompanied by loss of consciousness; 
these were not controlled by isoproterenol linguets or even 
by larger doses of prednisone. He was again hospitalized, 
and therapy with intravenously given isoproterenol was 
reinstituted. This time, even larger doses of the latter agent, 
ammonium chloride, and prednisone than were used before 
failed to maintain a constant sinus rhythm. Since it was 


ADAMS-STOKES SYNDROME—JONES 1841 


again documented that his ventricular asystoles occurred 
only in the transition to complete block, it was decided that 
stabilization of the rhythm in a continuous atrioventricular 
block would be more desirable than keeping a tenuous sinus 
rhythm. To this end, prednisone and isoproterenol were 
withdrawn, and, when instability of the block became mani- 
fest by reversion to a sinus rhythm (usually at about the 
time of falling to sleep), therapy with neostigmine ( Prostig- 
min), 15 mg. every three hours, was instituted. This fixed 
the block, which has remained stable with a ventricular rate 
of 36 to 40 per minute for over two months, except for a 
brief attack of gastroenteritis, of three days’ duration, when 
a few syncopal attacks occurred. 


Comment 


The heart disease in the patient reported on 
above was of rheumatic etiology; hence, his con- 
duction defect was most likely based on a rheumatic 
process in the region of the atrioventricular valve, 
though no laboratory tests suggested the presence 


‘ ' ' 
HOSPITAL DAYS 


Fig. 2.—Observations on pulse rate and the presence of varying degrees of atrioven- 
tricular block with alterations in the treatment regimen during initial hospitalization. 


of rheumatic activity and the original atrioventricu- 
lar conduction time could not be considered abnor- 
mally prolonged. There was no historical or electro- 
cardiographic evidence of coronary disease. 

While it is obvious that a permanent cure was 
not effected, the intravenously given isoproterenol 
certainly carried the patient over a critical period 
when recurrent periods of asystole were threaten- 
ing his brain and myocardium, if not his life. That 
prednisone therapy was the primary factor in 
ultimately controlling the conduction disturbance 
was not immediately clear, for he still developed 
incomplete atrioventricular block when the isopro- 
terenol drip was slowed as late as the seventh day 
of prednisone therapy. In fact, the initial abatement 
of the Adams-Stokes syndrome may have had no 
relationship to the medication, for it is well known 
that such episodes can remit spontaneously for in- 
definite periods of time.’ 
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1842 COMMITTEE ON MEDICOLEGAL PROBLEMS 


Reports of occasionally successful treatment of 
cardiac arrest by thoracotomy and cardiac mas- 
sage ° or use of the external electrical pacemaker * 
suggest that these methods are helpful in surgical 
situations, where an acute and severe alteration in 
cardiac responsiveness may be reversible. It has 
been pointed out that these have no place in the 
type of case presented here *; a pharmacological 
approach is much more rational. As this case 
demonstrates, when a chronic process is depressing 
atrioventricular conduction, sympathomimetic and 
steroid agents may be used to their full capacity to 
strengthen it and, when this fails, parasympathomi- 
metic agents may then be used to sustain the com- 
plete atrioventricular block, provided that a 
sufficiently rapid ventricular pacemaker can be 
maintained. Thus, control may be obtained over 
the great instability of the atrioventricular conduc- 
tion, which is so conducive to ventricular asystole 
and the Adams-Stokes syndrome. 


Summary 


Successful control over recurrent episodes of 
cardiac arrest, heralding episodes of complete 
atrioventricular block, was obtained by continuous 
infusion of isoproterenol (Isuprel) hydrochloride in 
a patient for a period of one week. Return of a 
stable sinus rhythm was coincident with the sup- 
plemental use of ammonium chloride and predni- 
sone (Meticorten), permitting withdrawal of the 
sympathomimetic agent for a period of six months. 
With return of the unstable rhythm, syncopal at- 
tacks were no longer prevented by these agents but 
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were successfully avoided by stabilizing the com- 
plete atrioventricular block with neostigmine (Pro- 
stigmin ). 
950 E. 59th St. (37). 
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COMMITTEE ON MEDICOLEGAL PROBLEMS 


THE PHYSIOLOGICAL ACTION OF ALCOHOL 


Clarence W. Muehlberger, Ph.D., Lansing, Mich. 


This report is chapter 2 from a manual, being prepared by the Committee of Medicolegal 
Problems, dealing with medical and legal procedures involved in the use of chemical tests for 


intoxication. 


It is practically axiomatic that the acute action of 
any pharmacologically active substance is deter- 
mined largely by the concentration in which it 
reaches its site of action. Thus in considering the 
effects of alcohol upon the human body, these can 
be better understood if we have some basic knowl- 
edge of the behavior of ingested alcohol in the 
physiological processes of the body—its absorption, 
distribution, and elimination.’ 


Toxicologist, Division of Laboratories, Michigan Department of 
Health. 


Absorption 


Alcohol is absorbed through all mucous surfaces 
of the body. With ingested alcohol, absorption oc- 
curs in the upper portion of the gastrointestinal 
tract. Its comparatively small molecular size (as 
compared with other food stuffs) permits it to pass 
readily through membranes by simple diffusion, 
and, to a large extent, its absorption follows the 
principles of diffusion. The greater the difference 
in alcohol concentration in the fluids on two sides 
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of a membrane, the more rapid is the diffusion rate 
from the side of higher concentration to the lower 
side. 

Alcohol absorption may result from the injection 
of its solution into the body or by use of an al- 
cohol-containing enema or douche or by inhalation 
of its vapors. In some instances motorists charged 
with driving while under the influence of alcoholic 
liquor have alleged that the alcohol in their body 
and on their breath resulted from the inhalation 
of alcohol fumes from an overheated automobile 
radiator. The absurdity of such claims was demon- 
strated by Lester and Greenberg.’ These workers 
showed that inhalation of the highest tolerable 
concentrations of alcohol vapor produced only a 
minor elevation of the level of alcohol concentra- 
tion in the blood. But since we are here concerned 
primarily with the effects of the alcoholic bever- 
ages, absorption from the gastrointestinal tract is of 
major interest. 

When alcoholic liquor is swallowed, it is ab- 
sorbed into the capillary circulation. Arterial blood 
is slightly higher in alcohol concentration than is 
venous blood, especially during the period of active 
absorption. The disparity between the two is not 
very great. Absorption takes place at a rapid rate, 
depending, among other things, on the quantity 
of alcohol ingested, its concentration in the drink, 
the nature and quantity of the diluting material 
already in the stomach, and the duration of its 
sojourn in the stomach. 

When taken on an empty stomach, the alcohol 
from a single drink of liquor has been about 90% 
absorbed by the end of the first hour. It appears 
that absorption from the upper portion of the small 
intestine is even more rapid than the penetration 
through the stomach wall. It is generally observed 
that, following massive gastrectomy, patients com- 
plain that they become highly sensitive to alcoholic 
liquor and become noticeably intoxicated by doses 
which would have been quite innocuous prior to 
the operation. The speed with which stomach con- 
tents pass from the slowly absorbing surfaces of the 
stomach to the rapidly absorbing small intestine 
undoubtedly plays an important role in determin- 
ing the rate of alcohol absorption. 

It is well known that alcoholic liquor consumed 
after a meal has less intoxicating effect than the 
same amount of liquor taken on an empty stom- 
ach.” This has been shown to result from the slow- 
ing of alcohol absorption by the material in the 
stomach. This slowing is due, not simply to dilution 
by the large volume of stomach contents or the 
slowing of their passage into the rapidly absorbing 
small intestine, but also to the coating of the stom- 
ach by less permeable food components. It has been 
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known that certain fatty foods such as milk, cream, 
or olive oil could inhibit alcohol absorption, but 
many nonfat food stuffs do just about as well. 
Tuovinen* found that a good-sized helping of 
mashed potatoes was one of the best deterrents of 
alcohol absorption. Habituation to the use of alco- 
holic liquors does not materially alter the rate of 
alcohol absorption; chronic alcoholics appear to 
absorb alcohol from the gastrointestinal tract at 
least as rapidly as do abstainers.’ At high altitudes 
alcohol is absorbed more rapidly and produces 
higher blood alcohol concentrations than at sea 
level.° 
Distribution 


As soon as alcohol enters the blood stream it 
penetrates into the water of other tissues as well. 
When equilibrium has been reached (within an 
hour after drinking), alcohol will be found in all 
tissues of the body in proportion to their water 
content. Thus portions of the body which are richest 
in water content (urine, blood plasma, saliva, brain, 
liver, or kidney) will have the highest concentra- 
tion of alcohol, whereas those of low water content 
(large bones or fat) will have the lowest alcohol 
concentration. After alcohol equilibrium has been 
reached, one may, with reasonable accuracy, esti- 
mate the alcohol content of any particular body 
material if one knows the alcohol concentration of 
any other portion of the body. Thus if one knows 
the alcohol content of the whole blood (which has 
become the common “yardstick” for expressing the 
alcohol content of body material) one may calcu- 
late the concentration of any other body material. 
The following ratios are typical: ureteral urine, 1.2 
to 1.4 (depending upon specific gravity of urine‘); 
blood plasma or serum, 1.10 to 1.15; cisternal spinal 
fluid, 1.10; saliva, 1.10 to 1.20; whole blood, 1.00; 
brain or liver, 0.85 to 0.90; kidney, 0.83; and alveo- 
lar breath, 1/2,100. (One volume of blood will 
contain the same amount of alcohol as will 2,100 
volumes of alveolar [deep lung] breath. ) 

The rate at which alcohol equilibrium is reached 
in its distribution via the blood stream varies some- 
what with different individuals and under differing 
circumstances. If drinking is at a slow steady rate, 
alcohol distribution to the tissues follows along at 
the same pace as absorption. However, if a person 
drinks a large volume of strong alcoholic liquor in 
a short time, on an empty stomach, alcohol distri- 
bution to the tissues lags behind the rapid absorp- 
tion of alcohol into the blood stream. 


Elimination 
Following its absorption, alcohol is rapidly elimi- 


nated from the body, chiefly by oxidation to carbon 
dioxide and water. This oxidative metabolism ac- 
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counts for over 90% of the alcohol swallowed; the 
remaining 5 to 10% is excreted unchanged in the 
exhaled breath, urine, and perspiration. The con- 
centration of alcohol which is eliminated through 
the lungs and kidneys is proportional to the con- 
centration of alcohol in the blood passing through 
these organs. This relationship between the alcohol 
concentration of alveolar breath or urine and the 
alcohol concentration of the circulating blood is 
reasonably constant under all ordinary conditions 
and affords reliable indexes for the indirect meas- 
urement of blood alcohol concentration. The per- 
centage of total ingested alcohol which is excreted 
via the kidneys or lungs varies with the concentra- 
tion of alcohol in the blood; the higher the blood 
alcohol concentration, the greater is the percentage 
of total alcohol which is excreted in the urine or 
breath. 

The exact mechanisms of the destruction of alco- 
hol in the body are not completely understood.” 
Certainly the bulk of the alcohol is metabolized by 
oxidation, in turn, to aldehyde, acetate, and carbon 
dioxide. The first step is accomplished almost en- 
tirely in the liver through the action of the enzyme, 
alcohol dehydrogenase (ADH), although some 
minor direct action of catalase seems probable. It 
has been repeatedly observed that alcohol produces 
an increase in the concentration of lactic acid in 
the blood. 

The rate of elimination of alcohol varies from 
person to person but is reasonably constant for any 
one individual. Expressed in terms of decrease in 
blood alcohol concentration (measured in parts 
per 1,000) per minute per kilogram of body weight, 
it varies from 0.00194 to 0.00306 with an average 
of 0.0025. Thus the average 150-lb. (68-kg.) man 
can eliminate 6 to 8 Gm. (7.5 to 10 cc.) or about 
4 oz. of alcohol per hour. Persons who are habitual 
users of alcoholic liquor appear to do a little better 
in metabolizing alcohol than do abstainers. In com- 
paring the performance of 9 abstainers with that 
of 14 habitual users of brandy, Goldberg * found an 
increase of 27% in the rate at which experienced 
drinkers eliminated alcohol from their blood stream. 


Widmark’s Hypothesis 


To correlate the various factors of absorption, 
distribution, and elimination of alcohol after the 
ingestion of alcoholic liquor, the Swedish pharma- 
cologist Erik Widmark '® developed an interesting 
hypothesis which is in fair agreement with experi- 
mentally observed facts. 

Inasmuch as alcohol is distributed to the water 
of the body, after its absorption from the contents 
of the stomach and small intestine, the ratio of the 
concentration of alcohol in the entire body-as-a- 
whole to the concentration of alcohol in the circu- 


J.A.M.A., Aug. 9, 1958 


lating blood will be the same as the ratio of water 
in the entire body to the water content of the blood. 
This ratio varies in different people, some of whom 
have heavier bony frames or an excessive amount 
of fat (neither of which are rich in water content). 
The ratio 

Concentration of water in body as a whole 

Concentration of water in whole blood 
for the average man is 0.68. It may vary from 
0.595 to 0.765. In excessively fat men, the value of 
r will be low; in lean emaciated persons it will be 
higher than average. 

Let us suppose that within a short space of time 
a 150-lb. man (W=2,400 oz.) drinks alcoholic bev- 
erages containing 2.4 oz. (3.0 fl. 0z.) of alcohol. 
This quantity (A) of alcohol constitutes 1/1,000 
of his body weight; if it were evenly distributed 
throughout his body substance it would give rise 
to an alcohol concentration of 1 part per 1,000 or 
1/10 part per 100, which is another way of saying 
0.1%. However, since the blood contains more wa- 
ter, and hence more alcohol, than the body as a 
whole, we would have to divide this value of 0.1% 
by the factor r, or 0.68, in order to determine the 
concentration of alcohol which should be expected 
to be in the blood stream, assuming that absorption 
and distribution had occurred instantaneously. This 
value constitutes the theoretical maximum blood 
alcohol concentration which could be reached at 
the time of drinking, or at zero time after drinking. 
We will call this theoretical maximum level C, in 
terms of per cent of alcohol by weight in the circu- 
lating blood. To state it mathematically, 

A 2.4 

Co 2.400 0.68 =0.00147=0.147%. 


Now, of course, instantaneous absorption and 
distribution never occur, even with intravenous 
injection of alcohol, so that the actual blood alcohol 
concentration will be somewhat less than the theo- 
retical value (C,) which we calculated. 

As quickly as any alcohol passes from the gastro- 
intestinal tract into the blood stream, elimination 
of alcohol commences. The quantity of alcohol 
which is eliminated (largely by oxidation in the 
liver) is reasonably constant for any individual but 
varies somewhat from person to person, depending 
on the ability of the liver to destroy alcohol. The 
decrease in the blood alcohol concentration which 
results from this burning-up process amounts to 
about 0.0025 parts per 1,000 of alcohol per minute. 
This rate of decrease, which we may call “B” is 
reasonably constant for any one individual but 
varies from 0.00194 to 0.00306. In order to deter- 
mine how much alcohol will be in the blood of the 
man at some time (t minutes) after drinking his 3 
fl. oz. of alcohol, we would have to subtract from 
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his theoretical blood concentration (C,) an amount 
equivalent to that of the alcohol destroyed by the 
body during those t minutes. This amount of alco- 
hol which has been eliminated will produce a de- 
crease of Bt in the theoretical blood alcohol value. 
Thus, the concentration (C,) of alcohol in the blood 
of this individual at a time (t minutes) after ab- 
sorption and distribution have taken place (40 to 
70 minutes after alcohol consumption) will be 
C,=C,—Bt, or (if we replace C, by its equivalent 
A 
Bt. 
In the particular case that we have suggested, in 
which a 150-Ib. man consumes 3 fl. 0z. of alcohol, 
his probable blood alcohol concentration two hours 
9 
later (t=120 minutes) would be 
—(120 0.0025%)= 1.47 —0.30=1.17 parts per 1,000. 
This corresponds to 0.117 parts per 100, or 0.117%. 
These equations have been reduced to circular 
logarithmic scales so as to fashion a circular slide 
rule for the estimation of the quantity of liquor a 
person has consumed when one knows the body 
weight, blood alcohol concentration, and length of 
elapsed time since he started drinking.'’ In most 
instances one can estimate the quantity of liquor 
taken within one or two drinks (providing, of 
course, that the drinker has not had a lapse of 
memory ). 


Alcohol Tolerance 


It is a matter of common knowledge that some 
persons, particularly those who over a long period 
of time have regularly consumed daily quantities 
of alcoholic beverages, can take comparatively large 
amounts of liquor without apparently being. seri- 
ously affected thereby. The nature of this tolerance 
or habituation is not clearly understood. It appears 
to be composed of two factors—a consumption 
tolerance, due to variable factors in absorption, 
distribution, and elimination of alcohol, and a con- 
stitutional tolerance which is based '* on variable 
pharmacological susceptibility to alcohol in the 
nerve cell itself. 

Consumption tolerance presupposes variations in 
the rate and extent of alcohol’s absorption, distri- 
bution, and elimination. To what extent do these 
play a part in explaining the phenomenon of alco- 
hol tolerance? It has long been known that persons 
who habitually use alcoholic liquor arrive at a point 
of tolerance where the amount of alcohol which 
gets into their blood stream from a given dose of 
liquor is far less than the amount in the blood of a 
nontolerant person of equal size.’* Such a diminu- 
tion in blood alcohol concentration can only be 
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explained on a basis of delayed alcohol absorption, 
retarded distribution, or accelerated elimination. 
Certainly it would be reasonable to expect that 
persons who absorbed alcohol readily but elimi- 
nated it slowly would show a higher concentration 
of alcohol in the blood than persons who absorbed 
alcohol slowly and eliminated it rapidly. While 
there is no satisfactory evidence pointing to slower 
absorption or distribution of alcohol among habit- 
ual users, there is evidence that habitual drinkers 
can eliminate alcohol more rapidly than can ab- 
stainers. This variation of about 27% in rate of al- 
cohol elimination is hardly sufficient to account for 
the differences (sometimes reaching 100% ) in blood 
alcohol levels between experienced drinkers and 
novices. These observations suggest that there is 
still a great deal to be learned concerning the phys- 
iological nature of alcohol tolerance. 
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MANUAL ON CHEMICAL TESTS FOR 
INTOXICATION 


N PAGE 1842 of this issue is the first of a 
series of special reports by the Committee 
on Medicolegal Problems on the subject 
of chemical tests for intoxication. Al- 
though chemical tests for determining the alco- 
holic content of human blood have been em- 
ployed for almost 100 years and although these 
tests have been used in many countries for over 50 
years to determine whether a particular individual 
is intoxicated, it has been only during the last quar- 
ter century that there has been general application 
by law enforcement officials. Probably the one 
factor most responsible for this increased recogni- 
tion by the law of a rather common scientific prin- 
ciple was the discovery that there is a definite 
correlation between the concentration of alcohol 
found in the breath and the concentration of al- 
cohol found in the blood. This method of determin- 
ing the blood alcohol level was first used in 1927, 
and the first portable apparatus for measuring the 
blood alcohol level by the analysis of a person’s 
breath was developed in 1938. There are at least 
six of them on the market at the present time. 

Numerous surveys of the increasing carnage on 
our highways have indicated that alcohol is in- 
volved in one-half of the accidents and that in one- 
third of the accidents there seems to be no doubt 
that the responsible individual, driver or pedes- 
trian, was definitely under the influence of alcohol. 
Both law enforcement officials and numerous lay 
groups have enthusiastically seized upon the breath 
test as a means of enforcing laws against the oper- 
ation of a motor vehicle by a driver under the in- 
fluence of intoxicating liquor. Now the police of- 
ficer has something scientific to back up his eye- 
witness opinion that a particular person was or was 
not “under the influence.” 
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This rapidly growing interest has brought with 
it many problems, one of the most important of 
which is the need to educate police officers, doc- 
tors, lawyers, judges, and the public concerning 
the many facets of a chemical test program. The 
questions most often presented are: What laws are 
necessary to implement the use of these tests and 
what states have those laws? How have the courts 
ruled on the use of the results of these tests in evi- 
dence? Just what is the effect of alcohol on the 
body—why does it make a person less reliable as a 
driver? What testing devices are available and what 
is their reliability? How can a community best in- 
augurate and utilize a chemical testing program 
within its jurisdiction? How do the tests work and 
what kind of training is necessary in order to qual- 
ify a person to operate a device and then testify 
as to the results he has obtained? 

Realizing the need for authentic answers to 
these and the many other problems which the use 
of these tests has raised, the Committee on Medi- 
colegal Problems of the American Medical Associa- 
tion has undertaken the task of preparing a prac- 
tical manual for the education and guidance of all 
persons charged with responsibility in the appre- 
hension, testing, and prosecution of drinking driv- 
ers. Under the Chairmanship of Dr. Herman A. 
Heise, of Milwaukee, a subcommittee was created 
which selected a number of qualified persons to 
write chapters on the various phases of the prob- 
lem. The following chapters will be included in the 
forthcoming manual. Chapter 1: A. Importance of 
the Problem, Herman A. Heise, M.D.; B. Value and 
Purpose of Chemical Tests, Judge Harry H. Porter; 
C. Acceptance and Endorsement of Chemical Tests, 
R. C. Hill. Chapter 2: The Physiological Action of 
Alcohol, C. W. Muehlberger, Ph.D. Chapter 3: 
The Pharmacology and Toxicology of Alcohol, R. 
N. Harger, Ph.D. Chapter 4: Statistics—Alcohol and 
Accidents, Robert G. Schmal. Chapter 5: Chemical 
Testing Procedures, Theodore E. Friedemann, 
Ph.D., and Kurt Dubowski, Ph.D. Chapter 6: In- 
terpretation of Chemical Tests, Ralph E. Turer, 
M.S. Chapter 7: Variation in Tolerance to Alcohol, 
Henry W. Newman, M.D. Chapter 8: Handwriting, 
Speech, and Behavior Changes, Emil Bogen, M.D. 
Chapter 9: A. Statutes and Model Legislation, 
George E. Hall, J.D.; B. Court Decisions, Robert L. 
Donigan, LL.B.; C. The Constitutional Law As- 
pects of Chemical Tests for Intoxication, Fred E. 
Inbau, LL.M. Chapter 10: Suggestions for Organ- 
izing a Program of Chemical Tests, Capt. Robert 
F. Borkenstein. 

The Committee on Medicolegal Problems has 
now submitted to THE JouRNAL a series of special 
reports consisting of selected chapters which are of 
primary significance to physicians. It is hoped that 
these special reports will prove to be of help to the 
many people working to make our highways a safer 
place on which to drive a car. 
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ORGANIZATION SECTION 


NEW NONSCIENTIFIC FILMS FOR 
LAY AUDIENCES 


Three new non-scientific films for lay audiences 
have been added to the A. M. A. Film Library. 
“You Are There: The Discovery of Anesthesia,” 
dramatizes the first time ether was used successfully 
in a surgical operation. “You Are There: The First 
Major Test of Penicillin” discusses the place of 
scientific development in modern medicine and its 
influence on peace and war. It also demonstrates 
preparations for testing the drug on a group of 
wounded soldiers. Both are 25-minute films and 
were produced by CBS Television and narrated by 
Walter Cronkite. “Someone Is Watching” depicts 
actual cases from the files of the New York State 
Health Department's Bureau of Narcotics Control. 
The film runs 16 minutes. All three of these 16-mm., 
black and white sound films are available from the 
A. M. A. for showings by state and local medical 
societies. 


SCIENCE WRITER AND RURAL HEALTH 
WORKER RECEIVE AWARDS 


Gobind Behari Lal, Ph.D., science editor emeritus 
of the Hearst newspapers and a Pulitzer prize 
winner, was selected at the San Francisco Meeeting 
to receive the American Medical Association’s 
Citation for Distinguished Service. Dr. Lal, who is 
presently science editor of the Los Angeles Exam- 
iner, was one of the founders of the National 
Association of Science Writers and was its president 
in 1940-1941. Formerly, he was an assistant pro- 
fessor of general science at the Hindu College, 
University of the Punjab. From 1912 to 1917 he 
was a graduate research fellow in social sciences at 
the University of California. 

Dr. Lal, born in India, joined the staff of the San 
Francisco Examiner in 1925. He became science 
editor of the Hearst newspapers and of the Uni- 
versal Service (later the International News 
Service) in New York in 1930. 

Mrs. Charles W. Sewell of Otterbein, Ind., also 
was selected to receive the A. M. A.’s Citation tor 
Distinguished Service. Mrs. Sewell formerly was 
administrative director of the Associated Women of 
the American Farm Bureau. Since 1913, she has 
helped those in rural areas to help themselves to 
better health. In 1945 she suggested to Dr. F. S. 
Crockett of Lafayette, Ind., that “the Farm Bureau 
movement was ready for a more progressive pro- 
gram on rural health.” Dr. Crockett passed on the 
suggestion to the A. M. A., and the rural health 
committee which was organized that vear became 


the Council on Rural Health in 1951. Dr. Crockett 
has been chairman of this activity since its incep- 
tion. 

This award, established in 1948, is given to “a 
distinguished layman who has served to advance 
the ideals of American medicine and who has 
contributed notably to the public welfare.” Mrs. 
Sewell is the first woman to be so honored. The 
first award was given to Rev. Alphonse Schwitalla, 
S. ]., former dean, St. Louis University Medical 
School. Other recipients were the late Howard W. 
Blakeslee, Associated Press science writer, and 
Henry Viscardi Jr., president, Abilities, Inc., a com- 
pany which employs only severely disabled persons. 
Nominations for the award are made by the 11- 
member Board of Trustees of the A. M. A. and 
confirmed by the 198 members of the House of 
Delegates. 


SURVEY ON NURSING HOMES 


A field survey of about 25 skilled nursing homes 
in various sections of the United States is being 
conducted this summer by the A. M. A. Council 
on Medical Service. The primary purpose of visits 
to these public, proprietary, and nonprofit facilities 
is to obtain data that will aid in developing rec- 
ommended guides and standards governing medi- 
cal care in nursing homes. It is expected that infor- 
mation will be gathered on other phases of nursing 
home operation—including nursing care, social serv- 
ice, food service, staffing, and personnel policies 
and costs. Tentative plans call for publishing the 
results, this fall, of the survey, along with sug- 
gested standards for medical care and supervision. 

This field study has grown out of meetings of the 
liaison committee of the American Medical Asso- 
ciation and the American Nursing Home Associa- 
tion. Other problems under consideration are the 
adequacy of welfare payments for nursing home 
care, ways of financing new and improved nursing 
home facilities, and stimulation of a better working 
relationship between nursing homes and physicians 
at the state and local levels. 


CORRECTION 


Resolution of Nurse Training.—In referring to a 
resolution on nurse training on page 1508 of THe 
JourRNAL, Organization Section, July 18, a word was 
omitted. The item under “Other House Actions” 
should read that the Delegates “expressed the 
opinion that some operating room experience is 
valuable and necessary training for all nurses . . .” 
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COUNCIL ON MEDICAL SERVICE 


NATIONAL HEALTH SURVEY 


The 84th Congress authorized the U. S. Public 
Health Service to conduct a continuing study of 
the extent of illness and disability in the popula- 
tion of the United States and related information. 
For some months, the Department of Health, Edu- 
cation, and Welfare has been publishing periodic 
reports of the incidence of respiratory diseases 
gathered by this National Health Survey; now it 
has issued the first of its over-all studies on health 
and health care in the United States.’ 

Gathered by interviewers from some 9,000 house- 
holds, comprising 28,500 persons, this preliminary 
report gives data on the frequency of physician 
visits, distribution of visits by place and by type of 
service, and the time interval between physician 
visits. Physician visits, for the purposes of the study, 
mean consultation with either doctors of medicine 
or osteopaths, in person or by telephone, for diag- 
nosis, treatment, or advice. Mass services (e. g., 
mass chest x-ray services) and inpatient visits to 
hospitalized persons are excluded. Interviewers lim- 
ited their questions to the two-week period before 
the interview, in order to avoid forgetfulness or 
distortion of health histories. 

Over the 13-week quarter covered in the pre- 
liminary report, extension of the data indicates that 
there were about 199 million physician visits made 
in the United States, an annual rate of 4.8 visits per 
person. 

The preliminary report indicates that this con- 
tinuing study may provide intriguing and possibly 
helpful light on several medical 
ample, the type of residence of the patient appears 
to have a definite effect on the pattern of medical 
practice: farm residents averaged 3.6 visits per year, 
compared with 4.5 visits for those in rural nonfarm 
residences and 5.1 for urban residents. Farm resi- 
dents are more likely to visit the physician’s office 
than are urban residents; 9% of the urban residents 
were visited at home, compared with only 4% of 
farm residents. 

The location of the visit is also, apparently, af- 
fected by the age of the patient. On the average, 
8% of all physician visits are in the home—but this 
average is brought up mainly by the young and the 
old patients. In the age group 15-44, only 4% of 
physician visits are home calls; for those 14 and 
younger, the percentage rises to 6%, for those 45-64, 
it rises to 10%, and for those 65 or older, to 21%. 

Hospital clinic treatment averages 13% of all 
visits and appears to follow no set pattern of varia- 
tion for patients under 65. However, the percentage 


drops abruptly from the 13% reported for patients 
45-64 years of age to 7% for patients 65 and over. 
This older group is also slightly below the average 
for number of office visits. 

Over two-thirds of all visits are for diagnosis and 
treatment, including visits for diagnosis or treat- 
ment only and diagnostic and therapeutic x-rays. 
About a tenth of the visits are for general checkups, 
including those for specific purposes, such as em- 
ployment or insurance. Seven per cent are for im- 
munizations and 4% for prenatal and postnatal care. 

Immunizations are most frequent among the 
young, comprising 20% of the visits to children 
under 5 and 13% of those to children 5-14 years old. 
The percentage descends to 7% or 6% in the 15-44 
age group and 2-1% in the 45-and-over group. Gen- 
eral check-ups are also at the highest level (13%) 
in the under-5 group. The percentage drops to 11 to 
12% for the 5-24 age group and to 8% for the 25-44 
group but then begins to rise again, to 10 to 11% for 
those 45 and over. Visits for diagnosis and treat- 
ment remain below the 69% average up to the age 
of 45; in the 45-64 group they jump to 80%, with 
a slight drop to 78% for those 65 and over. 

The trends for immunizations and diagnosis and 
treatment are readily understandable, since most 
immunizations are for childhood diseases and the 
frequency of disease increases with age. However, 
the pattern for general checkups may also be signi- 
ficant, as indicating patients are more likely to re- 
ceive this service when under parental authority 
or when concerned about approaching old age than 
while in the middle years. om 

Apparently, the residence of the patient may also 
have some effect on the type of physician visit he 
emphasizes. Urban residents have approximately 
the average percentage of diagnostic and treatment 
visits, but rural farm residents are above average 
and rural nonfarm residents below; on the other 
hand, rural nonfarm residents are above average in 
immunization visits, while rural farm residents are 
below. Farm residents have less than half the per- 
centage of prenatal and postnatal care visits for non- 
farm residents. 

Perhaps the most interesting feature of the re- 
port, however, is the data it provides on the differ- 
ing pattern of medical care for men and women. 
The average woman had almost one and one-half 
times as many physician visits as the average man, 
5.5 per year as against 3.9. In the two youngest age 
groups, there are more physician visits to boys 
than to girls—5 visits to boys under 5 against 4.6 
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to girls, and 3.6 to boys aged 5-14 against 3.2 to 
girls. However, in ali other age groups visits to 
women are significantly more frequent than to men. 
Even in the older age groups, where maternity care 
becomes a minimal factor, the ratio remains high: 
5.8 visits to women and 3.8 to men in the 45-64 age 
group, and 7.6 to women and 5.8 to men 65 and 
over. 

Children under 14 have a comparatively equal 
number of visits regardless of sex, but visits to male 
patients drop from 3.6 per vear in the 5-14 age 
group to 3.4 per vear in the 15-24 group, increasing 
only slightly (to 3.8) in the 45-64 group. The fre- 
quency of visits to women, however, jumps from 
3.2 in the 5-14 group to 6.3 in the 15-24 group, 
gradually decreasing to 5.8 in the 45-54 group. The 
big increase in visits for men does not occur until 
the over-65 group, when the average jumps to 5.8: 
visits to women in this age group increase by al- 
most the same amount, to 7.6 per vear. 

The location of the visit also varies somewhat by 
sex. Both male and female patients have about 69% 
of their visits at the doctor’s office. but, where men 
have about 7.6% of their visits at home and 15.2% 
at hospital clinics, women have almost 9.1% at home 
and only 10.8% at clinics. 

The difference becomes more pronounced at ad- 
vanced ages. Men over 65 actually make more of- 
fice visits than the average—72.9% of all physician 
visits in this age group; their home visits rise to 
11.4%, and clinic visits drop to 7.3%. The women in 
this age group, on the other hand, now have only 
58.1% of their visits at the doctor’s office, and clinic 
visits drop to about 7.4%—but home visits rise to 
27% of the total. 

The report notes that maternity care may be a 
factor in the higher rate of visits for women, but, 
even eliminating prenatal and postnatal care, phys- 
ician visits for women still average 5.1 per year, as 
against 3.9 per year for men. Women had 3.7 visits 
for diagnosis and treatment, while men had only 
2.8, and women averaged a slightly higher number 
of visits for general checkups, immunizations, and 
other procedures. 

In the patients under 14, girls averaged a slight- 
lv higher number of physician visits for diagnosis 
and treatment and slightly lower for general check- 
ups and immunizations than did boys. In the 15-24 
age group, women averaged as many physician 
visits for diagnosis and treatment as men did for all 
purposes and also averaged more visits for check- 
ups and immunizations. 

In the 25-44 age group, women averaged more 
diagnostic and treatment visits than did men for 
all purposes; they still averaged more checkups but 
only the same number of immunization visits as 
men. In the 45-64 age group, the average woman 
made one and one-half times as many diagnostic 
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and treatment visits as the average man, slightly 
more checkup visits, and three times as many im- 
munization visits. 

After 65, the gap shortens somewhat. Women in 
that age group had only one and one-third as many 
diagnostic and treatment visits, on the average, 
and both sexes averaged the same number of check- 
ups. However, a small number of women’s visits 
were still devoted to immunizations, while this pur- 
pose dropped out for men over 65. 

Women in the 15-24 group averaged 1.4 visits for 
maternity care, and those in the 25-44 group aver- 
aged 0.7 visits; even omitting this care, in these age 
groups women averaged one and one-half to two 
times the total number of physician visits to men. 

The report notes that three out of five persons 
had consulted a physician within the preceding 
vear and one out of five within the preceding 
month. Only 9% had not consulted a physician with- 
in the past five vears. At all ages from the 15-19 
group on, a larger percentage of women than of 
men had seen a physician during the vear. 

Obviously. the survey is only in its initial stages, 
and data are insufficient for any firm conclusions. 
However, if preliminary figures are borne out in 
later studies, it is apparent that this greater number 
of physician visits, especially during youth and 
middle age, will bear further consideration as a 
factor in the greater longevity of women. 


Summary 


The preliminary report on physician visits from 
the National Health Survey indicates that the aver- 
age person visits a physician 4.8 times per vear and 
that most of the visits are for diagnosis and treat- 
ment. The rural resident, and especially the farm 
resident, visits the physician less frequently than 
the citv-dweller and is more likely to go to the 
physician’s office. Home calls are more frequent 
for the city-dweller, for young children, and, espe- 
cially, for persons over 65. 

The average man spends more visits on immuni- 
zations and checkups as a child than the average 
woman but then makes less physician visits after the 
age of 15 and does not greatly increase the fre- 
quency of visits until he is 65 or over. Women make 
more diagnostic and treatment visits at all ages and 
more over-all physician visits than men from the 
age of 15 on, doubling rather than decreasing the 
number of visits at the age of 15. The average 
woman is more likely to be visited at home and less 
likely at a clinic than a man; after 65, men make 
more visits to physicians’ offices, while women make 
fewer such visits, receiving over a quarter of such 
care at home. 

Reference 
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MEDICAL NEWS 


CALIFORNIA 


Student Grants for Summer Fellowships.—Twenty- 
four students in the University of Southern Cali- 
fornia School of Medicine, Los Angeles, have re- 
ceived $16,000 in research and training fellowships 
for summer laboratory work supervised by mem- 
bers of the faculty. The individual grants range 
from $500 to $1,000 each. Donors were: Gamma 
Beta Chapter of Pasadena of Delta Theta Tau, 
national philanthropic sorority; National Founda- 
tion for Infantile Paralysis; Tobacco Industry Re- 
search Committee; Lederle Laboratories; U. S. 
Public Health Service; National Science Founda- 
tion; American Cancer Society; and Allergy Foun- 
dation of America. 


Dr. Loosli Comes to Los Angeles.—The new dean 
of the University of Southern California School of 
Medicine, Los Angeles, Dr. Clayton G. Loosli, took 
office July 1. Dr. Loosli came from the University 
of Chicago, where he has been since 1938, the past 
nine years as professor of medicine and chief of the 
section of preventive medicine. Dr. Loosli, wel- 
comed by the faculty at a reception June 30, was 
guest at a dinner given by the University of South- 
ern California’s vice-presidents and eight doctors 
who have run the School of Medicine the past two 
years since the resignation of Dr. Gordon E. Good- 
hart, who returned to private practice. Dr. Loosli is 
a member of the committee on environmental hy- 
giene and an associate member of the committee 
on influenza of the Armed Forces Epidemiological 
Board. He is a fellow of the American College of 
Physicians and is a past-president (1955) of the 
Central Society of Clinical Research. 


KANSAS 


Dr. Greaves Named Head of Department of Psy- 
chiatry.—Dr. Donald C. Greaves has been named 
professor of psychiatry and chairman of that de- 
partment in the University of Kansas School of 
Medicine, Kansas City, effective July 1. Dr. Greaves, 
who has been associate professor at the University 
of Oklahoma School of Medicine, Oklahoma City, 
since 1955, was instructor in psychiatry at the Cor- 
nell University Medical College, New York City, 
1951-1954. He completed certification requirements 
of the American Board of Psychiatry and Neurol- 
ogy in 1956 and is a fellow of the American Psy- 


Physicians are invited to send to this department items of news of 
general interest, for example, those relating to society activities, new 
hospitals, education, and public health. Programs should be received 
at least three weeks before the date of meeting. 


chiatric Association. Dr. William F. Roth Jr., who 
has been chairman of the department of psychiatry 
at the school since 1946, remains as full professor at 
the Kansas University Medical Center. He will 
devote more time to research and teaching. 


LOUISIANA 


Study of Cardiovascular Lesions in Baboons.—A 
study of cardiovascular lesions of baboons in their 
native environment has been launched by a team 
from the Louisiana State University School of Medi- 
cine, New Orleans. Arriving in Nairobi, Kenya 
Colony, Africa, in July, were Dr. Henry C. McGill 
Jr. and Dr. Jack P. Strong, of the department of 
pathology, and Joseph H. Miller, Ph.D., department 
of microbiology. Mr. Nicholas Gagliano, pathology 
instructor and museum curator, preceded them to 
set up equipment for the project. The research, 
financed by a grant from the Louisiana Heart 
Association, will be supervised by Dr. Russell L. 
Holman, head, department of pathology. The in- 
vestigators, with assistance of persons in Kenya, 
will autopsy 300 baboons for these studies, and the 
information collected will be used as control data 
for future experiments to be conducted in the 
United States on live animals. 


Dr. Fox Named Director of Public Health Division. 
—Dr. John P. Fox, professor of epidemiology, Tu- 
lane School of Medicine, New Orleans, has been 
appointed director of the Division of Graduate 
Public Health at Tulane. In this capacity he will 
become the administrator of Tulane’s graduate 
training program in public health and _ tropical 
medicine. Dr. Fox has also been designated to be- 
come the first occupant of The William Hamilton 
Watkins chair in epidemiology established by Mr. 
and Mrs. Charles E. Inbusch, of Milwaukee. Tu- 
lane's degree-granting program in public health 
and tropical medicine, established in 1947, is one 
of 12 in North America. From 1938 through 1949, 
Dr. Fox was a staff member of the International 
Health Division of the Rockefeller Foundation, 
working chiefly in yellow fever and typhus. In 
1949 he joined the faculty of the department of 
tropical medicine and public health at Tulane as 
professor and head of the division of epidemiology. 


MARYLAND 

Medical Licensure for Graduates of Foreign Medi- 
cal Schools.—All graduates of foreign medical 
schools may be accepted for medical licensure in 
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Maryland after completion of three years training 
in approved American hospitals, one year of which 
must be a rotating internship or one year of resi- 
dency in internal medicine; and, also, one of the 
three years must be served in an approved hospital 
in the State of Maryland, if their credentials have 
been approved and they have presented at least 
two letters from medical authorities in the hospitals 
recommending them as to their professional ability 
and moral character. Licensure is on the basis of 
examination only. A Certificate of Naturalization or 
formal Declaration of Intention for citizenship is 
required. Ability to write and speak English clearly 
is a primary requisite. A passing grade of 75% in 
each subject is required of all candidates. Effec- 
tive Jan. 1, 1959, all graduates of foreign medical 
schools must first take and pass the Screening 
Board Examination given by the Educational Coun- 
cil for Foreign Medical Graduates before being 
eligible to take the Maryland State Board exami- 
nation. 


MASSACHUSETTS 

Appoint Chairman of Department of Urology.— 
Dr. George Austen Jr., of Cleveland, has been ap- 
pointed professor of urology and chairman of the 
department at Boston University School of Medi- 
cine. Dr. Austen has been associate urologist at the 
University Hospitals, consultant in urology at the 
Crile Veterans Hospital, and assistant professor and 
assistant clinical professor of urology at Western 
Reserve University Medical School, all in Cleve- 
land. Dr. Austen, who took special training in 
urology at Peter Bent Brigham Hospital, Boston, 


received the Harvey Cushing Fellowship and the 


George Gorham Peters Travelling Fellowship at 
the Harvard Medical School. He is a fellow of the 
American College of Surgeons and a diplomate of 
the American Board of Urology. 


Dr. Brown Wins Medical Essay Contest.—Dr. Ethan 
A. Brown of Boston, editor, Annals of Allergy, is 
the winner of the 1958 Mississippi Valley Medical 
Society Essay Contest for his paper, “A Program 
for the Treatment of Subacute Bronchial Asthma.” 
Dr. Brown, who will present his paper at the an- 
nual meeting of the Mississippi Valley Medical 
Society at the Hotel Morrison, Chicago, Sept. 24-26, 
will receive a gold medal, a certificate and a cash 
award of the society banquet, Sept. 28. The run- 
ner-up in the contest was Dr. Joseph Krimsky, of 
Huntington, W. Va., for his paper, “A Doctor's 
Credo,” and third place went to Dr. Thorne J. 
Butler, of Chicago, for his paper, “Medicine’s Role 
in the Population Problem.” These papers will ap- 
pear in the January issue of the Mississippi Valley 
Medical Journal. 
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MICHIGAN 

Serum Albumin to Replace Liquid Blood Plasma.— 
The Michigan Department of Health has an- 
nounced that henceforth it will supply only one 
human blood derivative—serum albumin—to physi- 
cians for treatment of shock. The department no 
longer will distribute liquid blood plasma, which 
it has supplied for shock treatment since 1942. Dr. 
Albert E. Heustis, state health commissioner, said 
that volume for volume, albumin is five times more 
effective than plasma in treating shock. Serum 
albumin is processed by the state health department 
from outdated whole blood from blood banks and 
from the blood contained in placentas contributed 
by Michigan hospitals participating in the depart- 
ment’s blood salvage program. Dr. Heustis said 
that the state health department is remodeling its 
facilities for manufacturing serum albumin. Like 
other products manufactured by the state health 
department laboratories for the prevention or treat- 
ment of disease and illness among Michigan resi- 
dents, serum albumin is distributed without charge. 


MISSISSIPPI 

Dr. Underwood Honored.—On his retirement as 
state health officer Dr. Felix J. Underwood, who 
became Mississippi's first full-time state health 
officer in 1924, was honored with a testimonial 
dinner in Jackson. Dr. Underwood directed the 
organization of local health departments in the 74 
counties that were without full-time health pro- 
tection, which incorporated sanitation programs, 
immunization programs, and case-finding activities 
in tuberculosis, venereal disease, and hookworm. 
His successor will be Dr. Archie L. Gray. 


MISSOURI 

State Medical Election.—The following officers of 
the Missouri State Medical Association have been 
installed: president, Dr. Wenceslaus F. Francka, 
Hannibal; president-elect, Dr. Ralph Perry, Kansas 
City; vice-presidents, Drs. James C. Cope, Colum- 
bia, Milton T. English Jr., Kirksville, and William 
O. Finney, Chaffee; treasurer, Dr. Raymond O. 
Muether, St. Louis; secretary, Dr. John I. Matthews, 
Jefferson City; editor, Dr. Charles R. Doyle, St. 
Louis; speaker of the house of delegates, Dr. Oscar 
P. Hampton Jr., University City; vice-speaker, Dr. 
William C. Mixson, Kansas City. 


Personal.—Edward A. Doisy Sr., Ph.D., Nobel pirze 
winner and director of the Edward A. Doisy De- 
partment of Biochemistry, Saint Louis University 
School of Medicine, received an alumni achieve- 
ment award at commencement exercises held at 
the University of Illinois, Urbana, June 14. In 1943 
Dr. Doisy shared the Nobel Prize in Medicine with 
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Prof. Henrik Dam for isolating and determining 
the constitution and synthesis of vitamin K.——Dr. 
Grayson L. Carroll, associate professor of clinical 
urology, Saint Louis University School of Medicine, 
represented the American Urological Association in 
a study of urology and other medical work con- 
ducted in Russia when he spent 11 days in Moscow 
and Leningrad during the month of July.——Dr. 
Carl V. Moore, chairman, Board of Medicine, Wash- 
ington University School of Medicine, St. Louis, 
has been appointed to serve through September, 
1962, on the National Advisory Arthritis and Meta- 
bolic Diseases Council. 


Fall Clinical Conference in Kansas City.—The an- 
nual Fall Clinical Conference of the Kansas City 
Southwest Clinical Society will be held Sept. 22-25 
at the Municipal Auditorium. The sixth Edward 
Holman Skinner Memorial Lecture, “The Mecha- 
nism of Abdominal Pain,” will be presented by Dr. 
Henry L. Bockus, Philadelphia. Other guest speak- 
ers include: Capt. Norman Lee Barr, M. C., U. S. 
Navy, Washington, D. C.; and Drs. Joseph H. 
Boyes, Los Angeles; Richard B. Capps, Chicago; 
Irving S$. Cooper, John A. Evans, and George T. 
Pack, New York City; C. Rollins Hanlon, St. Louis; 
Jerome S. Harris, Durham, N. C.; John C. Harvey, 
Baltimore; Garth L. Jarvis, Galveston, Texas; Rob- 
ert P. McCombs, Boston; Raymond D. Pruitt, 
Rochester, Minn.; John R. Schenken, Omaha; and 
Harry M. Spence, Dallas. Twenty-five round-table 
luncheons Sept. 23, a quiz session Sept. 24, and a 
combined medical and surgical luncheon closing 
with a panel discussion, “Recent Advances in Medi- 
cine and Surgery,” Sept. 25 are planned. Two-day 
to four-day postgraduate breadfast seminars will 
be held. The following will be presented as the 
colored television program: radioactive isotopes; 
new electronic aids in medical diagnosis; operative 
cholangiography; nonspecific suppurative disease of 
the lung. For information write Dr. William M. 
Kitchen, Director of Clinics, Kansas City Southwest 
Clinical Society, 3036 Gillham Road, Kansas City 8, 
Mo. 


NEW YORK 

New York City 

Venezuelans Begin Training in Rehabilitation.— 
Three Venezuelans, the first of a group of 25, have 
arrived in New York to begin training in rehabili- 
tation methods in the United States. The three 
trainees, Dr. Jorge Dao Dao, Dr. Gilbert Montene- 
gro, and Miss Ursula Hahn, started their programs 
of study July 14 at the Institute of Physical Medi- 
cine and Rehabilitation, New York University—Belle- 
vue Medica] Center. They are all from Caracas. 
The project is administered by the World Reha- 
bilitation Fund, a voluntary agency, with a three- 
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vear grant from the Sinclair Oil Corporation, 
through its Venezuelan affiliate, the Sinclair Vene- 
zuela Oil Company. 


Dedicate Medical Research Laboratories.—Dr. Wil- 
liam Smith Tillett was honored June 24 in The 
Bellevue Hospital Center when new research lab- 
oratories of New York University College of Medi- 
cine’s department of medicine were dedicated in 
his name. Dr. Tillett retired July 1 as professor and 
chairman of the department and as director of the 
third medical (NYU) division of the Bellevue 
Hospital Center. A bronze plaque in honor of the 
occasion, presented by Dr. Colin M. MacLeod 
reads in part: “These laboratories named in honor 
of William Smith Tillett... are a symbol of his 
guiding principle that research in the problems of 
disease is essential to good medical care of patients 
and proper instruction of students and physicians.” 
About 15 rooms comprise the laboratories, built 
and equipped at a cost of $180,000 through funds 
from the U. S. Public Health Service and a Com- 
monwealth Fund grant to New York University- 
Bellevue Medical Center. 


NORTH CAROLINA 


Center for Study of Aging.—The Duke University 
Regional Center for the Study of Aging was es- 
tablished in 1957 under provisions of a $1,500,000 
grant from the U. S. Public Health Service to bring 
the resources of medicine, psychiatry, sociology, 
biology and other fields to bear on the problems of 
elderly persons. Dr. Ewald W. Busse, chairman of 
the Duke Medical School’s psychiatry department 
is principal investigator for the center. One major 
effort of the center is directed toward investigating 
body changes during the later years of life. Another 
research team is studying “age awareness,” or what 
makes a person feel older or younger than his ac- 
tual years. Other projects are concerned with the 
influence of emotional states on various body proc- 
esses in the aged; with the ways that a person’s 
adjustment to the years after retirement is related 
to his educational background, religion, occupa- 
tiona] status and income; with skin problems of 
elderly people such as itching and premalignant 
lesions; with the role of cholesterol in the body and 
its relationship to atherosclerosis; and with the part 
that physical slowing down plays in the social and 
psychological adjustment of the aging person. In 
North Carolina, more than 286,000 persons 
portedly are 65 or older and this number is increas- 
ing by about 7,000 each year. 


OKLAHOMA 

Plan Hospital and Health Center.—Groundbreaking 
ceremonies were held in Chickasha April 13 for the 
new Grady County Hospital and Health Center. 
Total project cost will be $1,440,000, the funds for 
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which were provided by a county bond issue and 
Hill-Burton federal aid. On the ground floor of 
the hospital will be an administrative section, serv- 
ice areas, adjunct facilities, and one 30-bed medical 
nursing unit. The second floor will have a 30-bed 
medical and surgical nursing unit, surgical suite, 
and obstetrical suite. The basement will house 
storage facilities, mechanical equipment, and lJaun- 
dry space. Air-conditioning will have individual 
room controls. In each patient’s room, provisions 
will be made for television, telephone, audio nurse's 
call system, toilet room, and oxygen. Buildings are 
located on a seven-acre tract of land. The Health 
Center building is connected to the hospital by a 
covered walk. Completion of the construction is 
expected in April, 1959. 


PENNSYLVANIA 

Grant for Research in Virus Effects.—The Univer- 
sity of Pittsburgh Graduate School of Public Health 
has received a $151,800 research grant to study 
the effects of animal viruses on human malignant 
tissues. The national cancer institute awarded the 
grant, which will cover a three-year period. Dr. 
William McD. Hammon, head of the department of 
epidemiology and microbiology, will direct the 
project. Seven staff members will be working full 
time on the project and health area personnel, 
particularly in the medical school’s department of 
pathology, will be serving as consultants. Dr. Davis 
S. Yohn, research associate in Dr. Hammon’s de- 
partment, will serve as co-investigator on the pro- 
ject. Dr. Hammon’s team recently completed 18 
years of research sponsored by the National Foun- 
dation for Infantile Paralysis. This same research 
team will staff the new cancer project. 


Society News.—The Pennsylvania Radiological So- 
ciety has elected the following officers for the year 
1958-1959: Drs. John H. Harris, Harrisburg, presi- 
dent; Paul C. Swenson, Philadelphia, president- 
elect; Lester M. J. Freedman, Pittsburgh, ‘first 
vice-president; Richard R. Hoffman, Lebanon sec- 
ond vice-president; Walter P. Bitner, Harrisburg, 
secretary-treasurer; and Carl B. Lechner, Erie, 
editor. The next annual meeting will be held in 
Harrisburg, April 24-25, 1959._—The following 
officers of the Pennsylvania Academy of Physical 
Medicine and Rehabilitation have been elected: 
president, Dr. William J. Erdman II, Philadelphia; 
vice-president, Dr. Nathan Sussman, Harrisburg; 
secretary-treasurer, Dr. Joseph M. Johnston, Pitts- 
burgh; and program chairman, Dr. Samuel Sher- 
man, Pittsburgh._—The Society of Nuclear Med- 
icine of Pittsburgh has elected the following officers 
for 1958: Dr. Eugene R. Kutz, president; Dr. Paul 
R. Ritter, vice-president; and Dr. Paul M. Mea- 
dows, Presbyterian Hospital, secretary-treasurer. 
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Philadelphia 


Dr. Matthews Named Psychiatry Department Head. 
—Dr. Robert A. Matthews has been appointed head 
of the department of psychiatry, Jefferson Medical 
College, effective July 1. Dr. Matthews, who re- 
signed from his post of state commissioner of mental 
health, has been serving as professor of psychiatry 
at Jefferson since Sept. 1, 1956. He succeeds Dr. 
Baldwin L. Keyes, who will continue as emeritus 
professor. Dr. Matthews came to Jefferson from the 
Louisiana State University School of Medicine, New 
Orleans, where he had been head of the depart- 
ment of psychiatry and neurology since 1950. Dr. 
Matthews was president of the Philadelphia Psy- 
chiatric Society in 1947. 


Announce Awards for Medical Writing.—The Sil- 
berman prize for medical writing, awarded by the 
Delaware Valley Chapter of the American Medical 
Writers Association for the “best-written case his- 
tories” submitted by residents and interns in the 
Philadelphia area hospitals were awarded May 21. 
The first prize was given to Dr. Richard J. Golinko, 
resident at the Children’s Hospital, for his case 
report of an infant who suffered from a_ pheo- 
chromocytoma. Honorable mention and cash prizes 
were also awarded to Drs. David C. Schechter 
(Jefferson Hospital), Albert L. Sheffer, II (Grad- 
uate Hospital, University of Pennsylvania) and 
Marvin A. Sackner (Philadelphia General Hospi- 
tal). The board of judges included John Shaw, 
editor, Pediatric Clinics of North America; Steven 
Spencer, medical editor, Saturday Evening Post; 
Dr. A. Henry Clagett Jr., editor, Delaware State 
Medical Journal; and Dr. Hugh Robertson, chair- 
man, publication committee, Philadelphia County 
Medical Society. This is the second annual award 
presented by the American Medical Writers Asso- 
ciation in the Delaware Valley area. 


TENNESSEE 


Plan. Research Center at Gailor.—The Tennessee 
Department of Mental Health and the University 
of Tennessee will join in the operation of a re- 
search center in Gailor Hospital. Laboratories in 
the basement of Gailor will be expanded for the 
center, where basic and clinical research will be 
done in some phases of abnormal chemical condi- 
tions associated with mental illness. Research will 
deal particularly with schizophrenia, but also will 
be done in other conditions where distrubances in 
body chemistry are suspected to contribute to dis- 
orders, such as in alcoholism. Dr. Theron S. Hill, 
chief of the department of psychiatry, will be in 
charge of the research program. He is also psy- 
chiatric consultant for the Alcoholic Rehabilitation 
Center, and the research program will study dis- 
turbances of chemistry in patients in the rehabili- 
tation center. Equipment will be provided by the 
State Mental Health Department. Dr. Cyril J. 
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Ruelmann, state comissioner of mental health, said 
the state would spend $50,000 to set up the center 
and about $10,000 per vear to operate it. The uni- 
versity will share in the expense of the operation. 


TEXAS 


Foundation Plans Study of Discharged Mental Pa- 
tients—The Hogg Foundation for Mental Health 
of the University of Texas is planning a research 
project to study the problems of discharged or 
furloughed mental hospital patients as they attempt 
to readjust to community living. The director and 
co-directors of the project are Robert L. Suther- 
land, Ph.D., and Wayne H. Holtzman, Ph.D., of 
the foundation and Dr. Robert C. Rowell, superin- 
tendent of the Terrell State Hospital. Fred R. 
Crawford, Ph.D., a sociologist formerly dean of 
student life at Trinity University, San Antonio, has 
been appointed field coordinator. The tentative 
medical advisory committee consists of Dr. Robert 
L. Stubblefield, chairman of the department of 
psychiatry, Southwestern Medical School of the 
University of Texas, Dallas; Dr. Warren S. Wil- 
liams, of the department of neurology and _ psy- 
chiatry, University of Texas Medical Branch, 
Galveston; and Dr. Donald P. Morris, in the private 
practice of psychiatry in Dallas. In addition, help 
in the planning has been obtained from Dr. Rawley 
E. Chambers, director of State Mental Hospitals 
and Dr. Eaton W. Bennett, superintendent of the 
San Antonio State Hospital. This study will not be 
concerned with medical problems or the therapy 
of patients, but will be “an attempt to gain some 
understanding of the adjustment problems which 
the patient meets in attempting to bridge the 
gap between the mental hospital and the resumption 
of normal family and community living.” Observa- 
tions will be made over a two-year period of dis- 
charged or furloughed state hospital patients in 
four communities of less than 50,000 population. 
The observation team will be composed of a psy- 
chiatric social worker and a social scientist. The 
Committee on Mental Health of the Texas Medical 
Association has supported this project and_ has 
helped in planning. 


WASHINGTON 


Appoint Dr. Wagner to Cardiovascular Research 
Chair.—Dr. Bernard M. Wagner, assistant professor 
of pathology at the University of Pennsylvania 
Medical School, Philadelphia, has been named by 
the University of Washington board of regents as 
the first appointee to the new Robert L. King 
Chair of Cardiovascular Research endowed at the 
university by the Wash:ngton State Heart Asso- 
ciation. Dr. Wagner will assume his duties Aug. 1. 
The heart association announced in February. that 
it would make $15,000 per year available to the 
university to employ a research scientist interested 
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in heart disease and to help support his work. The 
grant is on a permanent basis. The Robert L. King 
Chair, the first endowed chair established at the 
university, honors Dr. Robert L. King, of Seattle, 
a past-president of the Washington State and 
American Heart Associations. Dr. Wagner will be 
an assistant professor of pathology. 


HAWAII 


Health Survey on Oahu.—The Oahu Health Survey 
will get underway in October with interviewers 
scheduled to cali on 3,000 households. Plans call 
for the survey to be completed within a year. Ques- 
tions will be asked on the prevalence of disease, 
injuries, and impairments; on the nature and dura- 
tion of disability resulting from illness and injuries; 
and on the amount and type of medical care, 
dental care, and hospitalization utilized. Nine in- 
terviewers will be trained by Mrs. Katherine Capt, 
U. S. Census Bureau field worker, The survey is a 
cooperative venture of the USPHS, the Department 
of Health, and interested local agencies contribut- 
ing funds for the survey. The Oahu Health Council 
is the coordinating agency. Final reports are ex- 
pected early in 1960. 


GENERAL 


Conference on Cell Chemistry.—In celebration of 
the centenary of the publication of Rudolf Virchow’s 
lectures on cellular pathology, a Conference on 
Chemical Organization of Cells Normal and Ab- 
normal will be held Aug. 21-23 at Babcock Hall, 
the University of Wisconsin, Madison. Dr. John Z. 
Bowers will open the conference with an address. 
Twelve papers are scheduled to be presented at 
three sessions to include topics on cell develop- 
ment, nutrition, and structure, cell chemistry, and 
effects of enzymes, hormones, and viruses on cells. 
The meeting is sponsored by the Public Health 
Service, National Institutes of Health, Division of 
Research Grants. Registration fee is $10 and will 
include dinner and the reception Aug. 21. For in- 
formation write Dr. Joseph F. A. McManus, Uni- 
versity of Alabama Medical Center, 1919 Seventh 
Ave., South, Birmingham 3, Ala. 


Meeting on Radiology in Denver.—The 20th Mid- 
summer Radiological Conference of the Rocky 
Mountain Radiological Society will be held Aug. 
14-16 at the Shirley-Savoy Hotel, Denver. Twenty 
papers are scheduled including two each by the 
following guest speakers: Drs. Ellwood W. God- 
frey, Princeton, N. J.; Vincent P. Collins, Houston, 
Texas; John P. Caftey, New York City; Henry D. 
Diamond, New York City; and Leo H. Garland, 
San Francisco. Informal luncheon meetings, ques- 
tion-and-answer periods, and exhibits are planned. 
A panel on “Roentgen Film Diagnoses” will be held 
Aug. 16. A memorial lecturer in honor of Dr, James 
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P. Kerby, “A Review of the Clinical and Radio- 
graphic Features of Infantile Cortical Hyperostosis,” 
will be presented by Dr. Caftey. At the informal 
banquet (Aug. 15), with Dr. Angus K. Wilson, 
president of the society, presiding, Dr. Garland will 
give “The Shadow of Research.” For information 
write Dr. John H. Freed, 4200 E. Ninth Ave., 
Denver 20. 


Society News.—The new officers of the American 
Association for Thoracic Surgery as elected in May 
are: president, Dr. Michael E. DeBakey, Houston, 
Texas; vice-president, Dr. William E. Adams, Chi- 
cago; treasurer, Dr. Julian Johnson, Philadelphia; 
secretary, Dr. Hiram T. Langston, Chicago; and 
editor, Dr. Emile F. Holman, San Francisco. After 
July 1 the official address of the secretary and 
headquarters office will be 7730 Carondelet Ave., 
St. Louis 5. The next meeting place will be Los 
Angeles April 21-23, 1959, with headquarters at the 
Hotel Statler.——At the 14th annual congress of The 
American College of Allergists, the following offi- 
cers were elected to serve during 1958-1959: presi- 
dent, Dr. Merle W. Moore, Portland, Ore.; 
president-elect, Dr. Cecil M. Kohn, Kansas City, 
Mo.; first vice-president, Dr. Helen C. Hayden, 
Chicago; second vice-president, Dr. Philip M. 
Gottlieb, Philadelphia; and secretary, Dr. Maurice 
C. Harris, San Francisco. Dr. John D. Gillaspie, 
Denver, continues as treasurer.-—The American 
Academy of Neurological Surgery has elected the 
following officers: president, Dr. Jess D. Herrmann, 
Oklahoma City; president-elect, Dr. Edwin B. 
Boldrey, San Francisco; vice-president, Dr. Samuel 
R. Snodgrass, Galveston, Texas; secretary-treas- 
urer, Dr. Robert L. McLaurin, Cincinnati; historian, 
Dr. Howard A. Brown, San Francisco. 


Invite Applications for Postdoctoral Fellowships.— 
Applications will be accepted through Sept. 2 by 
the National Science Foundation for a second group 
of postdoctoral fellowships to be awarded during 
1958 in the regular postdoctoral program, Alan T. 
Waterman, foundation director, has announced. 
Fellowships will be awarded in the physical, medi- 
cal, engineering, and other science fields, including 
anthropology, psychology (other than clinical), 
geography, certain interdisciplinary fields, and se- 
lected social science fields. Names of successful 
candidates will be announced Oct. 15. To be elli- 
gible, candidates must be citizens of the United 
States “with special aptitudes for advanced train- 
ing” and must hold the doctoral degree or have the 
equivalent in training or experience. Fellows will 
be selected on the basis of ability as evidenced by 
letters of recommendation and other evidence of 
attainment. Final selection of fellows will be made 
by the National Science Foundation. A stipend of 
$3,800 per year will be awarded to successful appli- 
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cants in the regular postdoctoral program. Depend- 
ency allowances will be made to married feliows. 
A limited allowance to aid in defraying a fellow’s 
cost of travel will be paid as well as tuition and 
fees. Applications for the regular postdoctoral fel- 
lowships may be obtained by writing to the Na- 
tional Academy of Sciences—National Research 
Council, 2101 Constitution Ave., N. W., Washing- 
ton 25, D. C. 


Prevalence of Poliomyelitis —According to the Na- 
tional Office of Vital Statistics, the following num- 
ber of reported cases of poliomyelitis occurred in 
the United States, its territories and possessions in 
the weeks ended as indicated: 

July 12, 1958 


July 13, 
Paralytie Total 1957 
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New England States 
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Total .... 48 108 


958 
3 
167 7 
9 
North Dakota ee ee ee 
7 
7 
4 
14 
7 
4 
8 
2? 
] 
35 

Territories and Possessions 
188 


1856 ! EXAMINATIONS AND LICENSURE 


CANADA 


Canadian Medical Election.—The Canadian Medi- 
cal Association has elected the following officers 
for 1958-1959: president, Dr. Arthur F. VanWart, 
Fredericton, N. B.; past-president, Dr. Morley A. R. 
Young, Lamont, Alta.; president-elect, H. R. H. The 
Duke of Edinburgh; deputy president-elect, Dr. 
Elmer K. Lyon, Leamington, Ontario; chairman of 
the general council and the executive committee, 
Dr. Norman H. Gosse, Halifax, N. S.; and honorary 
treasurer Dr. Gerald W. Halpenny, Montreal, 


P. Q. 


CORRECTIONS 


American Board of Radiology.—In the Examina- 
tions and Licensure section of THE JouRNAL, July 
19, page 1536, the date for the regular examination 
for the American Board of Radiology is given as 
Dec. 8. The correct dates are Dec. 8-11, inclusive, 
and not Dec. 8 only. 


Regulations for Reporting Blood Involvements.— 
Concerning a news item under this heading in THE 
JourNAL, June 28, page 1129, Dr. Herman N. 
Bundesen, president, board of health, City of Chi- 
cago, has written that the correct wording of the 
first of the two regulations presented should read: 
“It shall be the duty of every physician, laboratory, 
and hospital to report immediately to the Chicago 
Board of Health by telephone Rh Negative mothers 
with a titre during a current pregnancy, and to 
confirm it in writing within 24 hours.” 


EXAMINATIONS 
AND 
LICENSURE 


EDUCATIONAL COUNCIL FOR FOREIGN 
MEDICAL GRADUATES, INC. 


Educational Council for Foreign Medical Graduates, Inc.: 
The American medical qualification examination to be 
given henceforth twice a year for foreign medical grad- 
uates. Medical Schools in the United States and Foreign 
Countries, Sept. 23. Final date for filing application was 
June 23. Dates for the 1959 examinations have been set 
for Feb. 17 and Sept. 22. Executive Director, Dr. Dean F. 
Smiley, 1710 Orrington Ave., Evanston, Illinois. 


BOARDS OF MEDICAL EXAMINERS 


ALAsKA:*® On application in Anchorage and Juneau. Sec., 
Dr. W. M. Whitehead, 172 South Franklin St., Juneau. 


Cauirornia: Written Examination. Los Angeles, August 18- 
21; Sacramento, Oct. 20-23. Oral Examination. Los Angeles, 
August 16; San Francisco, November 15. Oral and Clinical 
Examination for Foreign Medical School Graduates. San 
Francisco, June 15; Los Angeles, August 17; San Francisco, 
November 16. Sec., Dr. Louis E. Jones, 1020 N Street, 
Sacramento. 
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Cotorapo: Endorsement. Denver, Oct. 14. Written. Denver, 
Dec. 9-10. Exec. Sec., Mrs. Beulah H. Hudgens, 715 
Republic Bldg., Denver 2. 


District or CotumBiA:* Reciprocity. Washington, Septem- 
ber 8. Examination. Washington, Dec. 8-9. Deputy Direc- 
tor, Mr. Paul Foley, 1740 Massachusetts Ave., N. W., 
Washington 6. 


Guam: Subject to Call. Act. Sec., Dr. F. L. Conklin, Agana. 


New Hampsuire: Examination. Concord, Sept. 10-13. Reci- 
procity. Concord, Sept. 10. Sec., Dr. Mary M. Atchison, 
Room 101, 61 South Spring St., Concord. 


Montana: Examination and Reciprocity. Helena, Oct. 7. 
Sec., Dr. Thomas L. Hawkins, 555 Fuller Ave., Helena. 


New Mexico:* Examination and Reciprocity. Santa Fe, Nov. 
17-18. Sec., Dr. R. C. Derbyshire, 227 East Palace Ave., 
Santa Fe. 


On10: Examination. Columbus, Dec. 16-18. Endorsement. 
Columbus, August 18; October 6 and Dec. 16-18. Sec., 
Dr. H. M. Platter, Wyandotte Bldg., Columbus 15. 


Puerto Rico: Examination. San Juan, Sept. 2. Sec., Mr. 
Joaquin Mercado Cruz, Box 9156, Santurce. 


Soutn Daxora:* Examination. Rapid City, August 12-13. 
Exec. Sec., Mr. John C. Foster, 300 First National Bank 
Bldg., Sioux Falls. 


Texas:*® Examination and Reciprocity. Fort Worth, Dec. 
4-6. Sec., Dr. M. H. Crabb, 1714 Medical Arts Building, 
Forth Worth 2. 


Wisconsin: Examination. Madison, Sept. 19. Sec., Mr. Wil- 
liam H. Barber, 621 Ransom St., Ripon. 


Wyominc: Examination and Reciprocity. Cheyenne, Oct. 6. 
Sec., Dr. Franklin D. Yoder, State Office Bldg., Cheyenne. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 


ALASKA: Examination. Juneau, Nov. 4. Sec., Dr. R. Harrison 
Leer, Room 204, Alaska Office Bldg., Juneau. 


ARKANSAS: Examination. Little Rock, Oct. 6-7. Sec., Dr. 
S. C. Dellinger, Zoology Department, University of Arkan- 
sas, Fayetteville. 


Cororavo: Examination and Reciprocity. Denver, Sept. 3-4. 
Sec., Dr. Esther B. Starks, 1459 Ogden St., Denver 18. 


District or Cotumsia: Reciprocity. Washington, September 
8. Examination. Washington, Nov. 13-14. Deputy Director, 
Mr. Paul Foley, 1740 Massachusetts Ave., N. W., Washing- 
ton 6. 


Kansas: Examination and Reciprocity. Kansas City, Nov. 24- 
25. Sec., Dr. L. C. Heckert, Pittsburg. 


MicuicaNn: Examination. Ann Arbor and Detroit, Oct. 10-11. 
Sec., Mrs. Anne Baker, 116 Stevens T. Mason Bldg., 
W. Michigan Ave., Lansing 15. 


OKLAHOMA: Examination and Reciprocity. Oklahoma City, 
Sept. 26-27. Sec., Dr. E. F. Lester, 813 Braniff Bldg., 
Oklahoma City. 


Texas: Examination. Oct. 13-14. Certificates issued by reci- 
procity and waiver on the first and fifteenth of each month. 
Sec., Bro. Raphael Wilson, 407 Perry-Brooks Bldg., Austin. 


Wisconsin: Examination. Madison, Sept. 19 and Milwaukee, 
Dec. 6. Sec., Dr. W. H. Barber, 621 Ransom St., Ripon. 


* Basic Science Certificate required. 
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GOVERNMENT SERVICES 


DEFENSE DEPARTMENT 


Fellowship Training in Pathology.—The Armed 
Forces Institute of Pathology, Washington, D. C., 
now offers fellowship training of one year duration 
in the pathology of certain subspecialties of medi- 
cine and surgery to regular Army, Navy, and Air 
Force officers of the medical, dental or veterinary 
corps. Following are subspecialties in which fel- 
lowship training in pathology is offered: general 
surgery, dermatology, otorhinolaryngology, ortho- 
pedics, gynecology, neurology, urology, gastroen- 
terology, cardiology, hematology, endocrinology, 
thoracic surgery, pediatrics, veterinary medicine, 
odontology, radiology, and ophthalmology. Officers 
selected for such training must have completed 
residency training and be either Board qualified 
or Board certified in the specialty in which training 
is sought. Applications should be submitted through 
the chain of command to the office of the surgeon 
general of the service concerned. 


AIR FORCE 


Consultants Visit Pacific Installation.—Drs. John 
Abajian of the University of Vermont College of 
Medicine, a consultant in anesthesiology, Louis J. 
West of the University of Oklahoma Medical 
Center, a consultant in psychiatry, and Gilbert H. 
Marquardt of Chicago, a consultant in internal 
medicine, recently visited Air Force medical instal- 
lations in the Pacific to provide advice on problem 
cases and present lectures and teaching sessions. 


Personal.—Major Gen. Dan C. Ogle, Air Force Sur- 
geon General, received the honorary degree of 
Doctor of Laws, June 8, from his Alma Mater, 
Eureka College, Eureka, Ill. General Ogle also 
presented the commencement address. 


VETERANS ADMINISTRATION 


Personal.—Dr. Daniel H. Miller, manager of the VA 
Hospital at Muskogee, Okla., will be transferred as 
manager of the VA Hospital at Montgomery, Ala. Dr. 
Alexander W. Kruger, former manager of the VA 
Hospital, Brooklyn, N. Y., has resigned from the VA. 


PUBLIC HEALTH SERVICE 


Grant for Ophthalmologist Travel Expense.—The 
Public Health Service’s National Institute of Neu- 
rological Diseases and Blindness has announced a 
grant of $25,000 to help defray travel expenses of 
43 ophthalmologists and ophthalmological scien- 
tists who are delegates to the 18th International 
Congress of Ophthalmology in Brussels, Sept. 8-12. 
The grantees come from 27 universities, hospitals, 
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and research centers in 16 states and the District of 
Columbia. The Congress will mark the centenary 
of international ophthalmology. The first interna- 
tional meeting was held in 1857 in Brussels. Among 
the topics to be discussed are senescence (aging) in 
ophthalmology and orthoptic treatment of strabis- 
mus (eye muscle incoordination). Symposiums will 
also be held on radioactive isotopes in ophthal- 
mology, cataracts, electroretinography, and glau- 
coma. The International Association for Prevention 
of Blindness and the International Organization 
Against Trachoma will hold meetings in Brussels 
during the Congress. Requests for information 
should be sent to the Secretary-General of the Con- 
gress, Prof. Jules Francois, 15, Place de Smet de 
Naeyer, Ghent, Belgium. 


Conference on Staphylococcic Disease.—A_ confer- 
ence on staphylococcic disease will be held at the 
Communicable Disease Center of the Public Health 
Service in Atlanta, Ga., Sept. 15-17. The conference 
was recommended by the American Hospital As- 
sociation and will be attended by representatives of 
40 hospital, medical, and other professional organ- 
izations. Its main purpose is to identify control 
measures which can be established in hospitals and 
communities to deal with the mounting problem of 
infections caused by bacteria resistant to antibiotic 
drugs. The conference agenda will be developed 
by a special committee under the co-chairmanship 
of Dr. C. A. Smith, deputy chief, communicable 
Disease Center, and Dr. Frederick Wentworth, 
chief, Communicable Diseases Unit of the Ohio 
Department of Health. 


Conference on Public Health Training.—Public 
health leaders and educators will take part in a 
national conference on public health training July 
28-30 at the Department of Health, Education, and 
Welfare, Washington 25, D. C. The conference has 
been called by Surgeon General Burney to assist 
in reviewing all public health training needs and 
resources and the traineeship program authorized 
by Congress in 1956 which has helped to finance 
the graduate training of almost 1,000 public health 
workers. Dr. Berwyn F. Mattison, executive secre- 
tary of the American Public Health Association, 
will serve as chairman of the conference, and Dr. 
Malcolm H. Merrill, director of the California De- 
partment of Public Health, will act as secretary. 


Personal.—On July 1, Dr. Paul Q. Peterson, a com- 
missioned officer in the U. S. Public Health Service 
since 1942, became assistant director of the Na- 
tional Institute of Allergy and Infectious Diseases, 
Bethesda, Md. His previous experience includes 
service with the Ohio and Kentucky state health 
departments and a tour of duty in the Far East as 
chief of the Health Division of the Mutual Security 
Mission in China, Cambodia, Laos, and Vietnam. 
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DEATHS 


Amster, Joseph Sidney, New York City; Long Island 
College Hospital, Brooklyn, 1911; member of the 
Medical Society of the State of New York; served 
as resident physician at the New York City Re- 
formatory in New Hampton, N. Y.; died April 29, 
aged 72. 


Baker, Frederick Edward ® Detroit; University of 
Toronto Faculty of Medicine, Toronto, Ontario, 
Canada, 1925; on the staffs of the Mount Carmel 
Hospital and the Henry Ford Hospital, where he 
died June 4, aged 60. 


Betthauser, Joseph R. ® Hays, Kan.; Loyola Univer- 
sity School of Medicine, Chicago, 1916; fellow of 
the American College of Surgeons; on the staffs of 
the Hadley Memorial and St. Anthony's hospitals; 
died June 4, aged 69, of myocardial infarction. 


Brown, Frank E. ® Salem, Ore.; Willamette Univer- 
sity Medical Department, Salem, 1900; specialist 
certified by the American Board of Otolaryngology; 
member emeritus of the board of trustees at his 
alma mater; died June 8, aged 88, of cerebral throm- 
bosis and arteriosclerotic heart disease. 


Brown, John Edwin Jr. ® Columbus, Ohio; born in 
Columbus May 25, 1903; Harvard Medical School, 
Boston, 1929; certified by the National Board of 
Medical Examiners; specialist certified by the 
American Board of Pediatrics; fellow of the Ameri- 
can Academy of Pediatrics; president of the Central 
Ohio Pediatric Society in 1955-1956; chairman of 
the board of trustees and member of the council, 
Columbus Academy of Medicine; member of Phi 
Delta Theta, Phi Beta Kappa, Nu Sigma Nu, and 
Alpha Omega Alpha; veteran of World War II; 
since 1947 clinical associate professor of pediatrics 
at the Ohio State University College of Medicine; 
trustee of the Columbus School for Girls; associated 
with the Children’s, Grant, Mount Carmel, Ohio 
State University, and White Cross hospitals, and 
the St. Ann’s Hospital for Women; died suddenly 
June 3, aged 55, of a heart attack. 


Bryer, James Allen Sr., North Attleboro, Mass.; 
Boston University School of Medicine, 1899; vet- 
eran of World War I; for many years on the staff 
of the Sturdy Memorial Hospital in Attleboro, 
where he died May 31, aged 84. 


Burnett, Donald Richard, Denver; University of 
Colorado School of Medicine, Denver, 1954; an 
associate member of the American Medical Asso- 
ciation; resident, University of Colorado Medical 
Center; drowned June 1, aged 28, when his canoe 
overturned in the Las Animas River. 


@ Indicates Member of the American Medical Association. 


Cahana, Stephen ® Milwaukee; born in 1880; Col- 
lege of Physicians and Surgeons of Chicago, School 
of Medicine of the University of Illinois, 1911; 
served as associate clinical professor of medicine 
emeritus at the Marquette University School of 
Medicine; past-president and for 28 years asso- 
ciated with the state board of health; at a testi- 
monial dinner in Madison received a certificate of 
public service and was honored by Gov. Walter 
J. Kohler and members of the board of health and 
the State Medical Society of Wisconsin, which 
presented him with a silver plaque; served as chief 
physician of the city fire department; died in Los 
Angeles June 1, aged 76, of acute coronary occlu- 
sion. 


Clark, John Aloysius ® Gilroy, Calif.; Medical De- 
partment of the University of California, San Fran- 
cisco, 1907; died March 6, aged 78, of diabetes 
mellitus. 


Clawater, Earl William © Tyler, Texas; University 
of Texas School of Medicine, Galveston, 1915; at 
one time on the faculty of his alma mater; served 
as president of the Smith County Medical Society; 
veteran of World War I; formerly on the staff of 
John Sealy Hospital in Galveston; associated with 
the Mother Frances Hospital and the Medical Cen- 
ter Hospital, where he died May 27, aged 66, of 
cancer of the esophagus. 


Compton, William J., Crawford, Texas; Medical 
Department of Tulane University of Louisiana, 
New Orleans, 1895; died in the Goodall—Witcher 
Hospital in Clifton June 8, aged 86, of congestive 
heart failure. 


Curtis, Richard Carleton ® Bonham, Texas; born 
Jan. 23, 1890; Medical Department of Emory Uni- 
versity, Atlanta, 1915; service member of the Amer- 
ican Medical Association; specialist certified by the 
American Board of Radiology; member of the Radi- 
ological Society of North America and the American 
College of Radiology; past-president of the Texas 
Radiological Society; past-president of the Navarro 
County Medical Society and vice-president of the 
Bell County Medical Society; veteran of World 
War I; a member of the board of education of 
Temple and for four years city commissioner of 
Corsicana; served on the staffs of the King’s 
Daughters’ Hospital in Temple and the Veterans 
Administration Hospital; died in the Veterans Ad- 
ministration Hospital in Houston May 28, aged 67, 
of infarction of the right cerebral hemisphere. 
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Dishmaker, Melvin Charles ® Milwaukee; Rush 
Medical College, Chicago, 1927; on the staff of St. 
Mary's Hospital; died June 3, aged 54, of cerebral 
hemorrhage, following an operation for a malignant 
brain tumor, and terminal pneumonia. 


Dratler, Maurice, Brooklyn; Medizinische Fakultat 
der Universitat, Vienna, Austria, 1933; died June 1, 
aged 53. 


Duckett, Claude E. * Lamar, Mo.; University 
Medical College of Kansas City, Mo., 1909; served 
as state representative; died June 2, aged 72, of 
pulmonary tuberculosis. 


Dunham, Royal Wade ® Miami, Fla.; Loyola Uni- 
versity School of Medicine, Chicago, 1916; member 
of the Illinois State Medical Society; formerly 
medical director of the Ottawa (IIl.) Tuberculosis 
Sanatorium; died June 15, aged 67, of broncho- 
pneumonia. 


Erbacher, Christine, Buffalo; Friedrich-Wilhelms- 
Universitit Medizinische Fakultat, Berlin, Prussia, 
1936; died June 1, aged 67, of carcinomatosis. 


Figur, Leon ® New York City; Medizinische Fakul- 
tit der Universitat, Vienna, Austria, 1926; died 
June 14, aged 57. 


Fitch, Edward Rufus, Ashland, Ky.; Kentucky 
School of Medicine, Louisville, 1901; member of 
the Kentucky State Medical Association; associated 
with the King’s Daughters’ Hospital, where he died 
June 3, aged 85, of arteriosclerosis. 


Forst, John Adolph ® Albany, N. Y.; Long Island 
College Hospital, Brooklyn, 1914; served as chief 
of the bureau of health service, New York State 
Department of Education; died May 31, aged 67, of 
coronary heart disease. 


Gabor, Marcell Emil ® Milwaukee; Univerzita 
Komenského Fakulta Lekarska Bratislava, Czecho- 
slovakia, 1921: associated with St. Michael and 
Evangelical Deaconess hospitals and St. Joseph 
Hospital, where he died June 6, aged 63, of coro- 
nary thrombosis. 


Gamburg, Leo ® Moline, Ill.; University of Illinois 
College of Medicine, Chicago, 1931; fellow of the 
American Psychiatric Association; specialist certi- 
fied by the American Board of Psychiatry and 
Neurology; at one time appointed a physician for 
the Illinois Department of Public Welfare; past- 
president of the Mental Health Center of Rock 
Island County; served on the staff of the East 
Moline (Ill.) State Hospital; died June 5, aged 58, 
of myocardial infarction. 


Gaspar, Louis Alfred Rodrigues Jr. ® Honolulu, 
Hawaii; Stanford University School of Medicine, 
San Francisco, 1930; certified by the National Board 
of Medical Examiners; member of the American 
Academy of General Practice; served as secretary 
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of the Hawaii Territorial Medical Association; died 
in San Francisco April 7, aged 54, of coronary 
occlusion. 


Glenn, Charles Foster ® Rutherfordton, N. C.; Uni- 
versity of Louisville (Ky.) School of Medicine, 1914; 
specialist certified by the American Board of Sur- 
gery; fellow of the American College of Surgeons; 
formerly secretary-treasurer of the Rutherford 
County Medical Society; served in the regular 
Navy; on the staff of the Rutherford Hospital, where 
he died June 1, aged 70. 


Guild, B. Thurber, Sands Point, N. Y.; born in 1885; 
the Hahnemann Medical College and Hospital, 
Chicago, 1908; consultant of the Council on Phar- 
macy and Chemistry of the American Medical As- 
sociation; past-president of the Dorchester (Mass.) 
Medical Society; served as councilor of the Massa- 
chusetts Medical Society, of which he was a 
member; member of the Society for Investigative 
Dermatology and the Society for the Study of 
Asthma and Allied Conditions; while in Boston was 
an attending physician at Massachusetts General 
Hospital and an instructor at Harvard Medieal 
School; in 1943 became president of Fairchild 
Brothers and Foster, a subsidiary of Winthrop 
Laboratories, pharmaceutical manufacturers; ap- 
pointed a medical director of Winthrop in 1945, 
continuing in that capacity until his retirement in 
1955; later served as a consultant to several drug 
and cosmetic firms; died in the North Shore Hos- 
pital, Manhasset, L. I., N. Y., June 15, aged 72, of 
carcinoma of the head of the pancreas. 


Hanna, Henry Pierce, Birmingham, Ala.; Birming- 
ham Medical College, 1912; died June 3, aged 68. 


Harriman, Cora Elizabeth * Natick, Mass.; Tufts 
College Medical School, Boston, 1902; died April 
3, aged 82. 


Henderson, Thomas Bain * Mobile, Ala.; Medical 
College of South Carolina, Charleston, 1943; served 
as county coroner; on the staff of the Mobile In- 
firmary and Providence Hospital; died June 1, aged 
47, of coronary occlusion. 


Jaffe, Marvin Phillip, Cleveland Heights, Ohio; 
Ohio State University College of Medicine, Colum- 
bus, 1956; interned at the Kings County Center in 
Brooklyn; served a residency at Albert Merritt 
Billings Hospital in Chicago; aged 27; was killed 
when struck by a truck April 17. 


Kennedy, David Dickey, Pittsburgh; University of 
Pittsburgh School of Medicine, 1908; an associate 
member of the American Medical Association; on 
the staff of the Allegheny General Hospital, where 
he died April 17, aged 78. 


Klein, Hugo Oswald, Collingswood, N. J.; Chris- 
tian—Albrechts—Universitat Medizinische Fakultat, 
Kiel, Prussia, Germany, 1898; an associate member 
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of the American Medical Association; member of 
the Medical Society of the State of New York; died 
in Our Lady of Lourdes Hospital in Camden, 
March 7, aged, 85, of pulmonary embolism and 
acute bronchitis. 


Lane, Stuart Frederic * Camarillo, Calif.; Univer- 
sity of California School of Medicine, San Francisco, 
1927; member of the American Psychiatric Associa- 
tion; veteran of World War II; assistant to clinical 
director, Camarillo State Hospital; died in St. John’s 
Hospital, Oxnard, May 27, aged 61, of ruptured 
abdominal aneurysm and arteriosclerosis. 


Larson, Henry Maxwell ® Morristown, N. J.; Co- 
lumbia University College of Physicians and Sur- 
geons, New York City, 1914; veteran of World 
War I; served on the staffs of the Memorial and 
All Souls hospitals; died in the Roosevelt Hospital, 
New York City, June 5, aged 69. 


Lerner, Ralph, Brooklyn; New York Homeopathic 
Medical College and Hospital, New York City, 
1921; died in the Columbia (S. C.) Hospital April 
17, aged 65. 


Liber, Benzion, New York City; Medizinische 
Fakultat der Universitat, Vienna, Austria, 1904; 
specialist certified by the American Board of Psy- 
chiatry and Neurology; an associate member of 
the American Medical Association; served on the 
faculty of the New York Polyclinic Medical School 
and Hospital; formerly associated with the New 
York State Psychiatric Institute; psychiatrist for the 
New York City Department of Welfare; author of 
many books; died June 6, aged 83. 


McConagha, Arthur Blanchard ® Lafayette, Calif.; 
Starling-Ohio Medical College, Columbus, 1909; 
member of the Ohio State Medical Association: 
formerly practiced in Ashley, Worthington and 
Columbus, Ohio, where he was on the staffs of the 
White Cross and Mount Carmel hospitals; died 
May 15, aged 80, of a cerebral vascular accident. 


McLeod, Hugh Carroll * Hattiesburg, Miss.; Tu- 
lane University School of Medicine, New Orleans, 
1919; member of the Southeastern Surgical Con- 
gress; fellow of the International College of Sur- 
geons and the American College of Surgeons; in 
1938 president of the South Mississippi Medical 
Society; staff physician for the Mississippi Southern 
College; on the staffs of the Forrest County General 
Hospital and the Methodist Hospital; division sur- 
geon for the Illinois Central Railroad; died in the 
University Hospital, Jackson, May 14, aged 63. 


McPherson, Vernon Laster, Dallas, Texas; Univer- 
sity of Arkansas School of Medicine, Little Rock, 
1913; member of the Texas Medical Association; 
past-president of the Choctaw (Okla.) County Medi- 
cal Society; veteran of World War I; on the staff of 
Methodist Hospital; died May 16, aged 69, of 
carcinoma of the liver and of the prostate. 


J.A.M.A., Aug. 9, 1958 


Magraw, James Finney, Perryville, Md.; University 
of Maryland School of Medicine, Baltimore, 1909, 
past-president of the Cecil County Medical So- 
ciety; an associate member of the American Medical 
Association; for many years director and president 
of the National Bank of Perryville; died March 27, 
aged 72. 


Martin, Douglas Dickinson * Tampa, Fla.; Uni- 
versity College of Medicine, Richmond, 1913; 
specialist certified by the American Board of Pedi- 
atrics; member of the American Academy of 
Pediatrics; fellow of the American College of Physi- 
cians; served as president of the Hillsborough 
County Tuberculosis and Health Association and 
the Hillsborough County Medical Society; veteran 
of World Wars I and II; associated with Tampa 
Municipal Hospital and St. Joseph's Hospital, where 
he died May 24, aged 68, of acute myocardial in- 
farction and coronary arteriosclerosis. 


Metzger, Jeremiah, Tucson, Ariz.; Rush Medical 
College, Chicago, 1901; member of the American 
Clinical and Climatological Association; member 
of the House of Delegates of the American Medical 
Association in 1926; served as superintendent of 
the Arizona State Hospital; died in St. Mary's Hos- 
pital May 26, aged 81, of ruptured aortic aneurysm 
and arteriosclerosis. 


Michel, Henry Middleton * Augusta, Ga.; Univer- 
sity of Georgia Medical Department, Augusta, 
1896; clinical professor emeritus of orthopedic sur- 
gery at Medical College of Georgia; veteran of 
World War 1, died May 25, aged 82, of gastro- 
intestinal hemorrhage. 


Milburn, Kennedy Abbott * San Antonio, Texas; 
Baylor University College of Medicine, Dallas, 
1930; served on the staffs of Baptist Memorial, 
Robert B. Green, and Santa Rosa hospitals; died in 
the New England Baptist Hospital, Boston, May 14, 
aged 53. 


Miller, Benjamin Franklin, Whittier, Calif.; Rush 
Medical College, Chicago, 1897; fellow of the 
American College of Surgeons; died May 25, 
aged 83. 


Mills, Earnest Prudden, Ogden, Utah; born in 
Hickory Grove, Mo., Aug. 8, 1871; Kansas City 
(Mo.) Homeopathic Medical College, 1896; at one 
time a member and past-president of the Kansas 
State Board of Health; served on the faculty of his 
alma mater; in 1919 commissioned an inspector for 
the American Red Cross in the U. S$. Army and was 
stationed at Irkutch, Siberia; formerly practiced in 
Olathe, Kan., and served as coroner of Johnson 
County; past-president of the Weber County Medi- 
cal Society; on the medical staff of St. Benedict's 
Hospital; charter member of the medical staff of 
Thomas D. Dee Memorial Hospital, where he died 
May 19, aged 86, of arteriosclerotic cardiovascular 
disease. 
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Mills, William Merrill ® Topeka, Kan.; born in 
Topeka Feb. 23, 1883; Columbia University College 
of Physicians and Surgeons, New York City, 1907; 
clinical professor emeritus of surgery at the Univer- 
sity of Kansas School of Medicine, Kansas City, 
Kan.; member of the founders group of the Ameri- 
can Board of Surgery; member of the Western 
Surgical Association, which he served as treasurer 
and vice-president; fellow of the American College 
of Surgeons; past-president of the Kansas Medical 
Society; on the staff and member of the board of 
trustees of the Stormont Vail Hospital; on the staff 
of St. Francis Hospital; surgical consultant at the 
Winter Veterans Administration Hospital and the 
State Hosvital, member of the board of governors 
of Menninger Foundation; member of the board 
of directors of Merchants National Bank; for eleven 
years editor of the Journal of the Kansas Medical 
Society; died May 26, aged 75, of acute coronary 
disease. 


Mithoefer, William ® Cincinnati; Medical College 
of Ohio, Cincinnati, 1897; specialist certified by the 
American Board of Otolaryngology; member of 
the American Academy of Ophthalmology and Oto- 
laryngology, American Laryngological, Rhinologi- 
cal and Otological Society, and the American 
Otological Society; fellow of the American College 
of Surgeons; past-president of the Cincinnati Acad- 
emy of Medicine; a member of the staff of Christ 
Hospital, where he died May 26, aged 82, of acute 
hemorrhagic pancreatitis with embolism of the 
mesentery. 


Montgomery, Daniel Cameron ® Greenville, Miss.; 
born Jan. 6, 1885; Jefferson Medical College of 
Philadelphia, 1910: specialist certified by the Amer- 
ican Board of Otolaryngology; member of the 
American Academy of Ophthalmology and Oto- 
laryngology and the American Laryngological, 
Rhinological and Otological Society; fellow of the 
American College of Surgeons; past-vice-president 
of the Mississippi State Medical Association; veter- 
an of World War I; chairman of the board, First 
National Bank, of which he was formerly president; 
on the staffs of the General and King’s Daughters’ 
hospitals; died May 29, aged 73, of congestive heart 
disease. 


Moore, Cary Walton Charles ® Talladega, Ala.; 
Birmingham Medical College, 1913; member of the 
Southeastern Surgical Congress; on the staff of the 
Citizens’ Hospital; died May 28, aged 70, of cerebral 
thrombosis and arteriosclerosis. 


Mosher, George, Miami Beach, Fla.; Cornell Uni- 
versity Medical College, New York City, 1908; died 
in Newark, N. J., March 5, aged 70, of carcinoma 
of the liver. 


Mott, William Henry ® Farmington, lowa; Keokuk 
(la.) Medical College, College of Physicians and 
Surgeons, 1900; served as president of the Van 
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Buren County Medical Society; veteran of World 
War I; for many years a member of the board of 
education, and city health officer; died in the Me- 
morial Hospital, Keosauqua, May 12, aged 84. 


Mowry, George Edward, Hayes, Va.; Temple Uni- 
versity School of Medicine, Philadelphia, 1952; 
member of the American Academy of General 
Practice; on the staff of the Riverside Hospital in 
Newport News; died in the Medical College of 
Virginia Hospital in Richmond June 3, aged 35, 
of leukemia. 


Mundell, Minuette Smith ® Hutchinson, Kan.; Uni- 
versity of Kansas School of Medicine, Kansas City, 
1914; on the staff of St. Elizabeth Hospital and the 
Grace Hospital, where she died April 24, aged 81, 
of cerebral hemorrhage and hypertensive cardio- 
vascular disease. 


Newell, Frank Fordyce, Burlington, Wis.; North- 
western University Medical School, Chicago, 1900; 
on the staff of the Burlington Memorial Hospital; 
died May 26, aged 78, of a neoplasm and intestinal 
obstruction. 


Nohe, Carl Clyde ® Akron, Ohio; University of 
Maryland School of Medicine and College of Phy- 
sicians and Surgeons, Baltimore, 1917; veteran of 
World War I; editor of the Bulletin of the Summit 
County Medical Society; died May 17, aged 66. 


Oberkrom, L. W., Kansas City, Mo.; St. Louis Col- 
lege of Physicians and Surgeons, 1901; died June 5, 
aged 83, of acute myocardial infarction. 


Oppenheimer, Bernard Sutro * New York City; 
born in New York City June 20, 1876; Columbia 
University College of Physicians and Surgeons, 
New York City, 1901; specialist certified by the 
American Board of Internal Medicine; served on 
the faculty of his alma mater; member of the Asso- 
ciation of American Physicians and the American 
Society for Clinical Investigation; fellow of the 
American College of Physicians; director of the 
New York Tuberculosis and Health Association; 
veteran of World War I; in 1917 received the gold 
medal from the American Medical Association for 
electrocardiographic exhibit, illustrating pathologi- 
cal physiology of the cardiac mechanism; associated 
with Mount Vernon (N. Y.) Hospital, Mount Sinai 
and Montefiore hospitals; died June 10, aged 81. 


Paddleford, George Edgar, Lodi, Calif.; University 
of Southern California College of Medicine, Los 
Angeles, 1904; died in Santa Barbara May 13, 
aged 83. 

Paine, Ruffin Baker, Mandeville, La.: Medical De- 
partment of Tulane University of Louisiana, New 
Orleans, 1888; an associate member of the Ameri- 
can Medical Association; died May 25, aged 92, 
of coronary thrombosis. 
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Payte, James Ira * Oklahoma City, Okla.; Univer- 
sity of Okiahoma School of Medicine, Oklahoma 
City, 1930; member of the American Academy of 
General Practice; veteran of World War II; on the 
staffs of the Wesley and Polyclinic hospitals; died 
May 27, aged 61, of a heart attack. 


Pearce, Samuel Bemis, Delray Beach, Fla.; Univer- 
sity of Pittsburgh School of Medicine, 1912; veteran 
of World War I; practiced in Pittsburgh; died in the 
Good Samaritan Hospital, West Palm Beach, April 
27, aged 69, of cerebral vascular hemorrhage and 
hypertension. 


Pink, John James ® Milwaukee; Rush Medical Col- 
lege, Chicago, 1921; on the staffs of the Milwaukee 
Hospital and the Columbia Hospital, where he 
died May 28, aged 62, of bronchogenic carcinoma 
of the right lung. 


Post, John Asa ® Buffalo; University of Buffalo 
School of Medicine, 1919; fellow of the American 
College of Surgeons; associated with the Emergency 
Hospital of the Sisters of Charity, St. Francis Hos- 
pital, and Millard Fillmore Hospital, where he died 
May 9, aged 62, of carcinoma of the stomach and 
liver. 


Pustai, Joseph Nicholas ® Northampton, Pa.; 
Hahnemann Medical College and Hospital of Phil- 
adelphia, 1952; interned at the Sacred Heart Hos- 
pital in Allentown; served in the South Pacific dur- 
ing World War II; found dead May 19, aged 34, of 
a gunshot wound. 


Redman, William Masterson, Miami, Fla.; Tufts 
College Medical School, Boston, 1933; died April 
23, aged 50, of pulmonary emphysema and acute 
pulmonary edema. 


Reed, Claude Carvell, Sheffield, Mass.; College of 
Physicians and Surgeons, Boston, 1937; died May 
30, aged 56, of coronary thrombosis. 


Reed, Paul A. © lowa City, lowa; State University 
of lowa College of Medicine, lowa City, 1907; 
associated with the Mercy Hospital, where he died 
April 27, aged 83, of carcinoma of the prostate with 
metastases. 


Rieg, Philip William, Lake Worth, Fla.; Toledo 
Medical College, 1913; practiced in Toledo, Ohio, 
where he was on the staff of the St. Luke’s Hos- 
pital; died May 31, aged 71, of a heart attack. 


Riekert, Joseph George, New York City; Cornell 
University Medical College, New York City, 1938; 
member of the Medical Society of the State of 
New York and the American Urological Associa- 
tion; specialist certified by the American Board of 
Urology; associated with the Manhattan Eye, Ear 
and Throat Hospital and the Lenox Hill Hospital, 
where he died April 28, aged 44, of leukemia. 


J.A.M.A., Aug. 9, 1958 


Riggin, Howard Sanford ® Seaford, Del.; New York 
Homeopathic Medical College and Flower Hos- 
pital, New York City, 1916; past-president of the 
Medical Society of Delaware; formerly practiced 
in New York City; died in the Nanticoke Memorial 
Hospital May 31, aged 76, of uremia. 


Roberts, Jordan Lucas, Nashville, Ark.; College of 
Physicians and Surgeons, Little Rock, 1910; died 
May 27, aged 87. 


Rossman, Walter Buskirk, Albany, N. Y.; Albany 
(N. Y.) Medical College, 1892; member of the 
Medical Society of the State of New York; died in 
the Albany Hospital May 22, aged 88. 


Roth, Augustus Henry, Erie, Pa.; University of 
Michigan Department of Medicine and Surgery, 
Ann Arbor, 1904; an associate member of the 
American Medical Association; fellow of the 
American College of Surgeons; served on the fac- 
ulty of his alma mater; division surgeon for the 
New York Central Railroad for many years; emeri- 
tus chief of staff, St. Vincent's Hospital, where he 
died May 26, aged 78, of arteriosclerotic cardio- 
vascular renal disease. 


Schaumberg, Max Jackson Heights, N. 
Philipps-Universitaét Medizinische Fakultat, Mar- 
burg, Prussia, Germany, 1910; died May 18, aged 
72, of coronary occlusion, arteriosclerosis, and 
diabetes mellitus. 


Schrayer, Joseph, Evanston, Ill.; National Medical 
University, Chicago, 1907; Hahnemann Medical 
College and Hospital, Chicago, 1909; died March 
21, aged $5. 


Scott, Garland Dix ® Sullivan, Ind.; Rush Medical 
College, Chicago, 1908; at one time on the faculty 
of Northwestern University Medical College in 
Chicago; veteran of World War I; in 1929 member 
of the House of Delegates of the American Medical 
Association; fellow of the American College of 
Surgeons; on the staff of the Mary Sherman Hos- 
pital, where he died May 22, aged 74, of a cerebro- 
vascular accident and osteoporosis of the spine. 


Shackleton, William Elsworth * Richland, Mich.; 
born in La Grange, Ind., Jan. 4, 1883; Northwestern 
University Medical School, Chicago, 1909; fellow 
of the American College of Surgeons; veteran of 
World War I; past-president and secretary of the 
Kalamazoo Academy of Medicine; formerly prac- 
ticed in Chicago, where he was on the faculty of 
his alma mater, and member of the staff of the 
Wesley Memorial Hospital; at one time practiced 
in Kalamazoo, where he served on the staffs of the 
Bronson Methodist Hospital and the Borgess Hos- 
pital, where he died May 31, aged 75, of arterio- 
sclerotic heart disease, and diabetes mellitus. 
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Sherman, Louis * Brooklyn; University of Mary- 
land School of Medicine and College of Physicians 
and Surgeons, Baltimore, 1923; on the staffs of the 
Maimonides and Brooklyn hospitals; died May 25, 
aged 61, of carcinoma of the pancreas. 


Smart, James Alexander ® Washington, D. C.; 
George Washington University School of Medicine, 
Washington, 1919; specialist certified by the Amer- 
ican Board of Otolaryngology; veteran of World 
War II; for many years associated with the Vet- 
erans Administration; died May 30, aged 64, of 
heart failure. 


Smith, Robert Tecumseh ® Nashville, Tenn.; 
Meharry Medical College, Nashville, 1931; asso- 
ciate professor of medicine at his alma mater; 
medical director, director of clinics, and chairman 
of hospital advisory committee, George W. Hub- 
bard Hospital of Meharry Medical College, where 
he died May 16, aged 58, of pulmonary infarction 
and arteriosclerotic heart disease. 


Smith, Wallace B. ® Fort Worth, Texas; Fort Worth 
School of Medicine, Medical Department of Fort 
Worth University, 1910; member of the American 
Academy of General Practice; died May 15, 
aged 70. 


Smolens, Morris S., Levittown, N. Y.; University 
and Bellevue Hospital Medical College; New York 
City, 1921; died April 9, aged 61, of coronary artery 
thrombosis. 


Stieglitz, Edward Julius ® Washington, D. C.; born 
in Chicago June 6, 1899; Rush Medical College, 
Chicago, 1922; specialist certified by the American 
Board of Internal Medicine; fellow of the Ameri- 
can College of Physicians; member of the American 
Psychosomatic Society; in 1940 accepted an ap- 
pointment at the National Institute of Health; on 
the faculty of the Washington School of Psychiatry; 
visiting lecturer at the New York University Post- 
Graduate Medical School and Institute of Industrial 
Medicine; chairman, Advisory Council on Profes- 
sional Education, Committee on Chronic Illness; 
consultant in geriatrics, Veterans Administration; 
chief of staff of Suburban Hospital in Bethesda, 
Md.; associated with the Chestnut Lodge Sanitar- 
ium in Rockville, Md.; consultant at St. Elizabeth's 
Hospital and the Washington Home for Incurables; 
formerly practiced in Chicago, where he was on 
the faculty of his alma mater, and on the staffs of 
the Presbyterian, Chicago Memorial, and Chicago 
Lying-In hospitals; author of books; editor of 
“Geriatric Medicine’; on the advisory board in 
geriatrics of the American Journal of Clinical Nu- 
trition and on the consulting staff of Geriatrics; 
died in the Suburban Hospital in Bethesda, Md., 
June 12, aged 58. 
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Stolpestad, Herbert Lauritz ® St. Paul; University 
of Minnesota Medical School, Minneapolis, 1934; 
member of the American Academy of General 
Practice; veteran of World War II; was shot and 
killed May 21, aged 50. 


Stratford, William Henry, Haw River, N. C.; Uni- 
versity College of Medicine, Richmond, 1900; Rush 
Medical College, Chicago, 1903; for many years 
practiced in New York City, where he was on the 
staff of St. Elizabeth’s Hospital; died May 16, aged 
79, of angina pectoris. 


Sullivan, Jeremiah Henry, Rochester, N. Y.; Syra- 
cuse University College of Medicine, 1895; an 
associate member of the American Medical Asso- 
ciation; served on the staff of St. Mary's Hospital; 
died in the Strong Memorial Hospital May 25, 
aged 89, of arteriosclerotic heart disease. 


Tallant, Alice Weld ® Philadelphia; born in Boston 
July 14, 1875; Johns Hopkins University School of 
Medicine, Baltimore, 1902; served on the faculty 
of Woman's Medical College of Pennsylvania; di- 
rector of the Smith College relief unit in France 
in 1917-1918; physician of the American Committee 
on Devastated France in 1919; received the Croix 
de Guerre from the French government; associated 
with the Philadelphia General Hospital, the Hos- 
pital of the Woman’s Medical College of Pennsyl- 
vania, and the Woman’s Hospital, where she died 
May 30, aged 82, of circulatory failure. 


Templin, Emma L., Hillsboro, Ohio; Woman's 
Medical College of Cincinnati, 1891; served as a 
medical missionary in India; died April 17, aged 
100. 


Tenezar, Francis Joseph * Chicago; Chicago Col- 
lege of Medicine and Surgery, 1917; member of 
the American Academy of General Practice; on the 
staff of St. Mary of Nazareth Hospital; veteran of 
World War I; died June 15, aged 67, of coronary 
thrombosis. 


Thomas, David Wesley ® Lock Haven, Pa.; born 
in St. Marys, Pa., in 1886; University of Pennsyl- 
vania School of Medicine, Philadelphia, 1912; 
fellow of the International College of Surgeons and 
the American College of Surgeons; member of the 
House of Delegates of the American Medical Asso- 
ciation in 1930, 1940, and 1941; past-president of 
the Medical Society of the State of Pennsylvania 
and the Clinton County Medical Society, of which 
he was president and secretary; for many years a 
member of the board of trustees of the Lock Haven 
State Teachers College; served as a member of the 
advisory board to the state department of health; 
director of the Lock Haven Trust Bank and the 
Consumer Discount Company; chief surgeon at the 
Lock Haven Hospital, where he died May 26, aged 
72, of congestive heart failure and arteriosclerosis. 
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Thomas, Emmeit Lorin, Cieveland; Maryland Col- 
lege of Eclectic Medicine and Surgery, Baltimore, 
1914; Eclectic Medical College, Cincinnati, 1918; 
on the courtesy staff, Fairview Park Hospital; died 
May 16, aged 70. 


Thompson, Fred Rush, Massillon, Ohio; University 
of Illinois College of Medicine, Chicago, 1920; 
assistant superintendent of the Massillon State 
Hospital; died in the Cleveland Clinic Hospital 
May 15, aged 64, of carcinoma of the pancreas. 


Tillery, Lois Jean, Sonoma, Calif.; University of 
Washington School of Medicine, Seattle, 1951; in- 
terned at the San Diego County General Hospital 
in San Diego, where she served a residency; on the 
staff of the Pacific State Hospital in Pomona; died 
May 25, aged 30, of injuries received in an auto- 
mobile accident. 


Triedman, Harry ® Pawtucket, R. I.; Tufts College 
Medical School, Boston, 1922; fellow of the Inter- 
national College of Surgeons; examining physician 
of the Rhode Island Disability Compensation Com- 
mission, of which he was one of the organizers; 
associated with the Miram Hospital in Providence; 
died May 28, aged 59, of coronary thrombosis. 


Tucker, David Andrew Jr. ® Cincinnati; University 
of Cincinnati College of Medicine, 1916; veteran 
of World War I; specialist certified by the American 
Board of Internal Medicine; professor of the history 
of medicine at his alma mater, where he was as- 
sistant to the dean and for many years chairman 
of the admission committee; fellow of the Ameri- 
can College of Physicians; past-president of the 
Cincinnati Academy of Medicine and the Ohio 
Academy of Medical History; on the staffs of the 
Cincinnati General and Christ hospitals; died in 
the Christian R. Holmes Hospital June 3, aged 67, 
of multiple myeloma. 


Tuthill, Alexander Mackenzie ® Phoenix, Ariz.; 
born in South Lebanon, N. Y., Sept. 22, 1871; Uni- 
versity of Southern California College of Medicine, 
Los Angeles, 1895; fellow of the American College 
of Surgeons; past-president of the Maricopa Coun- 
ty Medical Society, Greenlee County Medical 
Society, and the Arizona Medical Association; su- 
perintendent of public health in Arizona, 1921-1922; 
from 1903 to 1916 chief surgeon for the Detroit 
Copper Company in Morenci; for many years served 
in the Arizona National Guard, retiring as a major 
general; served as adjutant general for the state of 
Arizona and as state director of Civil Defense and 
of Selective Service; veteran of World War I; mem- 
ber of the Arizona Constitutional Convention; on 
the staffs of the Memorial, Good Samaritan, and 
St. Joseph hospitals; died in the Veterans Adminis- 
tration Hospital May 25, aged 86, of arteriosclero- 
sis and nephrosclerosis. 


Walcott, William Hunt, Alexandria, Va.; Baltimore 
Medical College, 1908; formerly health officer of 
Pittsylvania County, Va., and in charge of a health 
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unit in Carroll County with headquarters in Hunt- 
ingdon, Tenn.; at one time associated with the U. S. 
Public Health Service in Washington, D. C.; died 
May 27, aged 75. 


Wallace, Floyd Eldridge ® Chase, Kan.; Kansas 
City (Mo.) Medical College, 1904; on the staff of 
St. Rose Hospital in Great Bend; served as mayor 
of Chase; died in the Grace Hospital, Hutchinson, 
May 17, aged 78, of cerebral hemorrhage. 


Weinberger, Aaron Vida, New York City; Univer- 
sity of Louisville (Ky.) Medical Department, 1912; 
member of the Medical Society of the State of New 
York; served on the staffs of the Flower and Fifth 
Avenue hospitals; died in the Hospital for Joint 
Diseases, June 3, aged 80, of bronchogenic carci- 
noma. 


Wescott, Adeline May, Newburgh, N. Y.; born in 
1870; Cornell University Medical College, New 
York City, 1910; specialist certified by the Ameri- 
can Board of Pathology; fellow of the American 
Psychiatric Association; an associate member of the 
American Medical Association; served in France 
during World War I and was associated with the 
American and French Red Cross and the Rocke- 
feller Foundation; for mary years associated with 
St. Luke’s Hospital, where the laboratory was ded- 
icated to her honor as the Adeline M. Wescott 
Laboratory in recognition of a lifetime of profes- 
sional service in the field of pathology, and where 
she died May 19, aged 88, of arteriosclerotic heart 
disease. 


Whinnery, Randall Allan ® Detroit; State Univer- 
sity of lowa College of Medicine, lowa City, 1938; 
specialist certified by the American Board of In- 
ternal Medicine; fellow of the American College of 
Physicians; on the staffs of the Florence Crittenden 
and Harper hospitals; assistant chief of staff, Mc- 
Gregor Center, Hospital for Rehabilitation and 
Health Education; died in the Jennings Memorial 
Hospital May 27, aged 47, of lymphoma. 


Willour, Leonard Scott, McAlester, Okla.; Medico- 
Chirurgical College of Philadelphia, 1901; an asso- 
ciate member of the American Medical Association 
and a member of its House of Delegates in 1920, 
1921, and 1926; formerly secretary-treasurer of the 
Oklahoma State Medical Association of which he 
was past-president; fellow of the International Col- 
lege of Surgeons and the American College of Sur- 
geons; member of the Oklahoma Historical Society; 
for many years member of the state board of medi- 
cal examiners; past-vice-president of the Oklahoma 
State Society for Crippled Children; veteran of 
World War I; life member of the Oklahoma Crip- 
pled Children’s Commission; past-president of the 
Pittsburg County Medical Society; served as editor 
of the Journal of the Oklahoma State Medical As- 
sociation; affiliated with McAlester General Hos- 
pital and St. Mary’s Hospital, where he died May 
23, aged 78, of coronary disease. 
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BRAZIL 


Transmission of Toxoplasmosis.—Drs. Ruth S. Nus- 
senweig and Maria B. Deane presented to the 
Associagao Paulista de Medicina the results of their 
study on the possibility of the transmission of 
toxoplasmosis through arthropods. They ascertained 
that Toxoplasma gondii survives for several days in 
the digestive tract of the triatomids without losing 
their virulence. Mice inoculated with the triturate 
or with the contents of the digestive tube of triato- 
mids that had been fed up to three days earlier with 
infected material died from acute toxoplasmosis, as 
a rule within 10 days. When the intervals between 
the infection of the triatomids and the inoculation 
were longer than five days the results ceased to be 
dependable. The maximum observed period of sur- 
vival of the parasite in the arthropod was 12 days. 
All attempts to transmit toxoplasmosis through 
interrupted biting or the ingestion of infected 
triatomids failed. The authors believe that the 
transmission of toxoplasmosis in nature through 
biting, feces, or the ingestion of triatomids occurs 
rarely if at all. Inoculations with eggs from infected 
triatomids also failed to produce infection. Some of 
the animals inoculated with material from infected 
arthropods developed chronic toxoplasmosis. None 
of the methods used for the diagnosis of chronic 
toxoplasmosis (subinoculations, search for pseudo- 
cysts, Sabin and Feldman’s reaction) is completely 
satisfactory. Only the combined use of all these 
methods permits the discovery of most cases of 
chronic infection. 


Neonatal Mortality in Premature Infants.—Dr. L. 
Moura Costa (Rev. gynec. e obst. 52:19, 1958) 
studied the neonatal mortality in premature infants. 
Of the 25,897 live births occurring at the maternity 
hospital from June, 1949, to December, 1956, 2,078 
or 8% were premature, and of these 250 died in the 
first month of life, a neonatal mortality of 12%. 
According to the weight at birth of these infants, 
the number of deaths and the corresponding neo- 
natal death rates were as follows: 1,000 Gm. 
(2.2 lb.) or less, 47 infants with 43 deaths, or 
91.5%; 1,001 to 1,500 Gm. (2.2 to 3.3 Ib.), 127 in- 
fants with 82 deaths, or 64.5%; 1,501 to 2,000 Gm. 
(3.3 to 4.3 Ib.), 389 infants with 65 deaths, or 
16.7%; and 2,001 to 2,500 Gm. (4.3 to 5.5 lIb.), 
1,515 infants with 60 deaths, or 4%. There was no 
significant difference in death rate classified by sex 
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or race. According to the type of delivery, the new- 
born babies of this series were divided as follows, 
with their respective neonatal death rates: normal, 
1,735 with 195 deaths, or 11.2%; forceps, 160 with 
11 deaths, or 7%; cesarean section, 84 with 19 
deaths, or 22.6%; and breech, 99 with 25 deaths, 
or 25.2%. The cause of death could be ascertained 
by autopsy in only 191 cases. Pneumonopathies 
accounted for 89 deaths (hyaline membrane 43, 
intrauterine pneumonia 20, and extrauterine pneu- 
monia 26); anoxia for 34; hemorrhage for 33 (in- 
tracranial 13, pulmonary 17, suprarenal 1, and 
generalized 2); erythroblastosis for 4; congenital 
malformations for 15 (heart 3, respiratory apparatus 
2, genitourinary apparatus 2, digestive apparatus 
4, and others 4); prematurity for 5; and unde- 
termined causes for 4. Kernicterus was recognized 
in seven and syphilis in none. 


Topography of the Axillary Vein.—Venipuncture in 
children is a difficult procedure that can be simpli- 
fied by using the axillary vein. This problem is 
particularly important in Brazil where the great 
frequency of dehydration in children most fre- 
quently is met by the use of venous infusions. In 
order to give the practitioners a good reference to 
the exact point of passage of the vein under the 
clavicle, Dr. J. Valle Mendes and co-workers ( Rev. 
paulista) med. 52:367, 1958) studied 50 fresh 
cadavers of Brazilians of difterent racial stocks and 
varying in age from 0 to 6 years. Observations were 
carried out on both sides of the body, and thus 
the data were obtained from 100 measurements. 
The authors measured the distance between the 
sternoclavicular and the acromioclavicular joints 
before the dissection of the infraclavicular region. 
The same measures were taken after pulling the 
musculocutaneous layer aside. After the dissection 
and isolation of the axillary vein the authors ob- 
served the passage of this vein beneath the clavicle, 
measuring the distance between the middle of the 
anterior surface of the vein and the sternoclavic- 
ular joint as well as the diameter of the vessel. 

A statistical analysis was made of the data thus 
obtained in order to estimate the point of passage 
of the axillary vein under the clavicle, starting 
from the sternoclavicular joint once the distance 
between the sternoclavicular and the acromio- 
clavicular joints was known. For this purpose they 
observed first the two mentioned points, measured 
on the skin and after dissection, finding no signifi- 
cant differences between the two measurements. 
The distance between the two joints, measured on 
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the skin, varied from 37 mm. to 96 mm. on the right 
side, and from 37 to 94 mm. on the left side. The 
distance between the point of passage of the axil- 
lary vein under the clavicle and the middle of the 
sternoclavicular joint varied from 16 to 38 mm. 
on the right side and 15 to 37 mm. on the left. With 
these values the authors constructed a table for 
the prediction of the wanted distance, which is 
valid for both sides, as the results obtained on the 
right side presented no significant difference from 
those obtained on the left side. 


DENMARK 


School Medical Service.—In Denmark about 650,000 
school children are served by 440 school medical 
officers, about 40 of whom are employed on a full- 
time basis (Ugeskrift for leger, June 12, 1958). 
In the school vear 1955-1956 tuberculin testing 
continued to yield a fairly constant number of 
spontaneous positive reactions indicative of some 
accidental infection, the figure for the first grade 
in urban schools being 2% as compared with 0.9% 
for rural schools. This percentage falls with the 
duration of schooling, being 0.4 in the second and 
0.1 in the seventh grade in urban schools. In the 
first grade 73.5% of the children had been vacci- 
nated with BCG. Smallpox vaccination is so popular 
that by the time the first school vear is reached 96% 
of the school children have been vaccinated. In 
this respect rural populations are more enterprising 
than urban, for in the country only 1.4% of the chil- 
dren in the first grade were not yet vaccinated, 
whereas the corresponding figure was 5.2% for 
town-dwellers. By the time the seventh grade was 
reached, only 0.5% were still unvaccinated. Diph- 
theria immunization, on the other hand, was more 
widely practiced in the towns than in the country, 
the figures being 89 and 73% respectively. The 
thoroughness with which diphtheria immunization 
is carried out varied from county to county. 

The law enjoins school medical officers to refer 
all the children with the ailments and anomalies 
they find to their family physicians. This happened 
to 20% in the first grade, and thenceforth the per- 
centage fell, with only 10% in the upper grades. A 
common ailment referable to the family physician 
was neurosis, which figured more prominently in 
the urban than in the rural schools. Chronic ear 
disease showed a much higher rate in urban than 
in rural areas, but asthma and allied allergic dis- 
eases showed no geographical preferences in this 
respect. 


Mistaken Diagnoses of Apoplexy.—During the pe- 
riod 1943 to 1951 the Frederiksberg Hospital had 
417 deaths due, according to the clinical diagnosis, 
to cerebral apoplexy. In 291 of these cases a post- 
mortem examination was made of the brain. The 
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findings were analyzed by Dr. J. Marquardsen 
( Ugeskrift for lager, May 22, 1958). In 20 patients 
diffuse cerebral arteriosclerosis was found without 
definite evidence of focal changes. More disturbing, 
because of missed opportunities for treatment, were 
the six patients with chronic subdural hematoma. 
There were also six patients in whom the correct 
diagnosis was intracranial tumor. Some of these 
tumors were malignant gliomas inaccessible to op- 
eration. These diagnostic errors were in part due 
to the advanced age of the patients and the absence 
of signs of intracranial hypertension. Marquardsen 
concluded that a safe diagnosis of cerebrovascular 
accidents can only be established by cerebral angi- 
ography, and that wher there are no facilities for 
it the number of mistakes may be reduced by close 
attention to the course of events and to the mode 
of development of signs and symptoms. The risk 
of overlooking a subdural hematoma is particularly 
great when there has been a high incidence of 
cerebrovascular incidents. 


Suicidal and Accidental Poisonings.—In the fall of 
1949 a special center was established in Copen- 
hagen for the care of patients with acute narcotic 
poisoning. Since then between 800 to 1,000 such 
patients have been treated every vear. Dr. A. 
Myschetzky (Danish Medical Bulletin, May, 1958) 
studied the records for the five-year period 1952 
through 1956 during which 1,762 males and 2,653 
females were treated, with a mortality of 4%. About 
600 would-be suicides had used more than one 
agent, a common combination being carbon mon- 
oxide and alcohol or some barbiturate. The pre- 
dominance of the barbiturates over the other toxic 
agents is emphasized in the fact that they consti- 
tuted about 72% of all the narcotic poisonings; 
carbon monoxide was a poor second with about 
11%. No less than 30% of the carbon monoxide poi- 
sonings must be regarded as unintentional. The 
motive for attempted suicide was illness in 11%, 
emotional conflicts in 39%, and economic and social 
difficulties in 22%. Only 2.6% of the women who 
attempted suicides gave undesired pregnancy as a 
motive. With the adoption of new methods of treat- 
ment, much has been done to reduce the mortality 
due to such complications as shock, pneumonia, 
and renal failure. The mortality from lung compli- 
cations, for example, fell from 35% in the period 
1952-1953 to 17% in the period 1954-1956 with the 
adoption of massive penicillin doses. The mortality 
from renal complications fell from 53 to 17%, pre- 
sumably in response to hemodialysis and levartere- 
nol treatment. 


Extrahepatic Operative Lesions of the Biliary 
Tract.—A series of 18 operative lesions of the biliary 
tract observed in the Rigshospital in Copenhagen 
were studied by Dr. Mogens Andreassen ( Ugeskrift 
for lager, June 12, 1958). In 5 of these the lesions 


<q 
1 
V. 


Vol. 167, No. 15 


occurred in this hospital, whereas the remaining 13 
were referred to this hospital for lesions originally 
incurred elsewhere. Three of these lesions followed 
some operation on the stomach. All the others fol- 
lowed cholecystectomy. Five of the 18 patients died 
in the operative period, and 13 were discharged in 
good health. One of these died two years after the 
last operation, presumably from a new stricture. 
In the same issue an editorial endorses the modern 
tendency to be more operation-minded than here- 
tofore in dealing with diseases of the biliary tract, 
while at the same time facing the disturbing fact 
that about 1% of all the operations on this tract are 
complicated by stricture. Perhaps the most impor- 
tant preventive measure is the teaching of junior by 
senior surgeons never to start an operation in this 
area without a profound sense of uneasiness over 
the prospect of this particular disaster. 


FINLAND 


Rheumatoid Arthritis.—Dr. J. L. Kalliomaki of the 
University Hospital in Abo, treated 70 ambulatory 
patients (54 women and 16 men) who had active 
rheumatoid arthritis with chloroquine. Each patient 
received 500 mg. daily during the first week, and 
then 250 mg. daily. The observation period was 
one to four months. The reactions to this treatment 
were classified as subjective or objective (sedimen- 
tation rate and hemoglobin level). With regard to 
the subjective reactions 44 patients noted relief 
from joint pains, 14 got no relief, and in 12 the 
pains were worse. The sedimentation rate showed 
improvement in 43 patients, and the hemoglobin 
level improved in 34. Leukopenia did not follow 
in any patient, but four had giddiness, a rash 
(which may have been due to earlier treatment 
with gold), and excessive perspiration, although 
the treatment had to be discontinued on account 
of side-effects in only two. As this treatment seldom 
provokes troublesome side-effects, the dosage is 
simple, and blood counts are not essential. Kalli- 
omaki recommended further trial especially since 
it is known to be beneficial in systemic lupus 
erythematosus, which may be present in patients 
with rheumatoid arthritis. 


The Psychic Element in Thyrotoxicosis.—Dr. H. 
Carpelan (Nordisk medicin, June 12, 1958) studied 
46 patients (43 women and 3 men) with thyrotoxi- 
cosis all of whom had undergone subtotal thyroid- 
ectomy. Serving as controls were 26 patients who 
had undergone thyroidectomy without preopera- 
tive hyperthyroidism. Both groups were closely 
questioned with special reference to psychic fac- 
tors likely to have provoked thyrotoxicosis. In the 
first group home conditions when the patient was 
under 13 years of age were unhappy in 20 (43.5%), 
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whereas they were unhappy in only 4 (15.4%) of 
the control group. The homes were very poor in 32 
(69.5%) of the first group, and in 8 (32.3%) of the 
controls. In the first group 11 (24%) and in the 
controls only 1 (3.6%) had been obliged to work 
for their living before the age of 13. Thus even be- 
fore puberty the thyrotoxic patient may have had 
a temporary hyperfunction of the thyroid gland as 
an adjustment to meet excessive demands. 


FRANCE 


Pneumoconiosis.—P. Sadoul and co-workers ( Presse 
méd. 66:1018, 1958) stated that by means of spirog- 
raphy it is not possible to obtain a complete expla- 
nation for the functional disorders found in subjects 
affected with pneumoconiosis. Even in the absence 
of an emphysema syndrome a significant diminu- 
tion in working capacity or even a right heart in- 
sufficiency may be present. The authors studied 136 
patients with pneumoconiosis, using a spirograph 
and an ergostat. The patients exercised for 20 min- 
utes only, and in the course of a given exercise the 
intensitv was kept constant. The maximal work tol- 
erated by the pneumoconiotic patient, determined 
on each by tasks of various intensity, was nearly al- 
ways found to be less than that tolerated by normal 
controls. On the other hand, a marked hyperventila- 
tion was observed in several silicotic subjects, even 
during light work. Both phenomena were observed 
in patients with simple pneumoconiosis as well as in 
those with silicosis with progressive massive shad- 
ows. In certain cases the phenomena could be at- 
tributed to an emphysema syndrome, but in others 
the vascular disorders seemed to be the etiological 
factor of the abnormalities observed. The role of 
these vascular disorders was demonstrated by the 
authors by catheterization of the right heart. 


Adenomas of the Hypophysis and Craniopharyngio- 
mas.—-]. Decourt and co-workers (Presse méd. 
66:971, 1958) reported their endocrinological ob- 
servations of 12 patients with tumor of the hypoph- 
ysis or the pituitary region (3 with craniopharyn- 
gioma and 9 with chromophobe adenoma ) and 7 in 
whom the endocrinological investigations could not 
be completed owing to the surgical emergency. 
They demonstrated the value of preoperative hor- 
monal evaluations aiming at detecting any latent 
adrenal deficiency. Such investigations showed that 
this deficiency was frequent even though no clinical 
evidence of hypopituitarism was observed and that 
insufficiency was largely responsible for the rela- 
tively high operative mortality. With the use of 
preoperative or postoperative corticotherapy it is 
possible to prevent such accidents. The fact is evi- 
denced by comparing the results of operations per- 
formed with or without such treatment. 
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Procaine.—\lichel Pistor (Presse méd. 66:999, 1958 ) 
studied the action of a complex solution containing 
procaine as a base and found that the indications 
for its use were far wider than the simple temporary 
relief of pain. Procaine in local injections proved 
markedly effective in such conditions as progressive 
chronic polyarthritis, astigmatism in children, and 
aural vertigo (Méniére’s syndrome) when com- 
bined with vasodilators and certain vitamins that 
increase the duration of its local action. 


Hypoglycemic Coma.—At the December meeting 
of the Société Médicale des Hoépitaux de Paris 
R. Weissmann and co-workers cited a case of 
hypoglycemic coma that occurred on the fifth day 
of treatment with carbutamide. On the first day 
the patient took nine tablets and on the second 
day he showed evidences of hypoglycemia. After 
he had taken 13 tablets (6.5 Gm.) he developed 
coma, fever, dyspnea, and a positive Babinski’s 
sign. At first a cerebrovascular accident was sus- 
pected. 


Revascularization of Myocardium.—N. Hortolomei 
and co-workers (Lyon Chirurgical, Jan., 1958) made 
a direct anastomosis of the internal mammary and 
coronary arteries in 10 dogs. Of these seven died 
in ventricular fibrillation, one of thrémbosis of the 
mammary vein five days later, and one after a 
month of empyema. The one that lived was in 
excellent health after 18 months. He was killed, 
and the myocardium showed a good nutritional 
state. The chief operative difficulty consists in 
trving to suture small vessels with the heart in 
movement. 


Encopresis.—]. Duhamel and co-workers ( Archives 
frencaises de pédiatrie, no. 10, 1957) studied a 
series of 33 children (31 boys and 2 girls) with 
encopresis. All were over 2 years old. None had 
any organic disease. According to the authors en- 
copresis is not a disease of the anal sphincter but 
of the voluntary command of the sphincter. Men- 
tally the children were normal, but they showed 
evidence of neglect, emotional instability, sexual 
preoccupation, a tendency to be dirty, and lack of 
self-reliance. On the contrary the parents showed 
a tendency to supercleanliness, anxiety, and pre- 
occupation with intestinal function. The only treat- 
ment of any value was to overcome the emotional 
conflict between the child and parents. 


INDIA 


Treatment of Leukemia.—Dube and _ Srivastava 
(J. Indian M. A. 30:10 [May 16] 1958) treated 15 
patients with chronic and 5 with acute granulocytic 
leukemia with desacetylmethylcolchicine. The drug 
is believed to have a selective depressant action on 
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granulocytes and to increase red blood cells, 
hemoglobin, and platelets. Of the 15 with chronic 
leukemia, 2 had had a course of deep x-ray therapy 
one year earlier and 2 others had become resistant 
to treatment with busulfan. The rest had received no 
previous treatment. Therapy was started with 1 mg. 
of the drug three times a day for 4 days. The dose 
was then increased gradually by 2 mg. a day till a 
total of 8 mg. a day was reached. This dose was 
continued till the total leukocyte count came down 
to 20,000. Therapy with the drug was then stopped 
for three days after which a maintenance dose of 
3 mg. a day was given. No significant beneficial 
effects were seen in the patients with acute leu- 
kemia. Only two showed any response. In these 
the leukocyte count was markedly reduced, the 
bone marrow showed an increased number of ma- 
ture cells, and there was some clinical improve- 
ment. This remission lasted only one to three 
months. 

All the patients with chronic leukemia, however, 
showed marked clinical improvement, with reduc- 
tion in the size of the spleen, which became barely 
palpable in most of them after one to one and one- 
half months’ treatment. In several patients, there 
was complete disappearance of immature cells 
from the peripheral blood while the total erythro- 
cyte count, hemoglobin level, and platelet count 
showed a marked increase. In some patients the 
peripheral blood findings returned to normal. 
Examination of bone marrow showed reduced 
cellularity with fewer premyelocytes and myelo- 
cytes, but the general findings were similar to 
those of chonic granulocytic leukemia. On an 
average about 6 to 8 mg. a day of the drug for 10 
to 20 days were required to cause reduction in the 
total leukocyte count. If the maintenance dose had 
to be discontinued, there was a tendency for the 
leukocyte count to go up again. In the present 
series the patients when last seen had remained 
well over a period of 14 months without a remission 
on therapy with the maintenance dose which was 
being continued. There were no toxic effects except 
in one patient who developed severe toxemia with 
leukopenia. He responded to citrovorum factor with 
excellent results. Thus the results were encouraging 
in patients with chronic granulocytic leukemia, but 
in those with the acute form, it failed to produce 
any lasting benefit. 


Family Planning.—The family planning program is 
being intensified after an encouraging response 
from the people and an increasing awareness of 
the necessity of family limitation. Family planning 
is being made an integral part of the services in 
about 600 district hospitals, 1,500 subdivision hos- 
pitals, and 1,100 health centers. By March, 1958, 
the number of urban clinics opened was 176 and 
the number of rural clinics opened was 309. The 
people in villages have begun to take the program 
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seriously. Between 60 and 80% of the women 
in the Ludhiana and Ramanagaram rural experi- 
mental centers favor planned parenthood. As short- 
age of trained personnel is the main deterrent to 
an all-out family planning program, more training 
centers are being opened and several training 
teams consisting of a doctor and social workers are 
touring the villages. The number of persons trained 
at the Bombay family planning training and re- 
search center and the Ramanagaram demonstration 
and experimental center in the year 1957-1958 was 
293. The approach of family planning workers in 
the rural areas is also being reoriented. While lay- 
ing their main emphasis on the family planning 
program, these workers also assist families in other 
welfare activities. Linked to the question of family 
planning are the issues of legalizing abortions and 
sterilization. All possibility of legalizing abortions 
is ruled out on moral and health grounds. The 
government's attitude to sterilization is that it 
should be encouraged in suitable cases with the 
consent of both the husband and the wife. The 
Madras Government has set the pace by providing 
facilities for sterilizing men. 


Tropical Eosinophilia—B. S$. Raheja (J. Indian 
M. A. 30:10 [Mav 16] 1958) stated that although 
organic arsenical preparations have been regarded 
as more or less specific in the treatment of tropical 
eosinophilia, some patients fail to respond to these 
drugs and others cannot take arsenic in even the 
smallest doses. For such patients, diethylcarbama- 
zine was tried by other physicians with good re- 
sults. The author treated 34 patients who had 
tropical eosinophilia with diethylearbamazine, and 
of these 32 were cured. These patients presented 
the typical clinical findings of tropical eosinophilia 
with total circulating eosinophil counts of over 
2,000 per cubic millimeter. The dosage was calcu- 
lated on the basis of 13 mg. per kilogram of body 
weight spread over four days and administered in 
three equal daily doses. Two patients had been 
previously treated with chlortetracycline with no 
improvement, one had had ACTH, and another 
prednisone with partial temporary relief. Five also 
had ascariasis, and one had vegetative forms of 
Entamoeba histolytica in the stool; two had hyper- 
tension; one had diabetes; and one was pregnant. 
The youngest” was 6 and the oldest 56; 13 had 
suffered from previous attacks sometime in the 
preceding seven years, and 7 of these were intoler- 
ant to arsenic. The highest eosinophil count met 
with in this series was 34,960 and the lowest 2,106 
per cubic millimeter. The percentage of eosinophils 
varied between 19 and 81. The degree of eosino- 
philia had no relation to the intensity or severity 
of the clinical condition. Similarly, the clinical 
improvement and reduction in the number of cir- 
culating eosinophils after treatment showed no 
correlation, the latter sometimes taking much longer 
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to return to normal. Of the two failures in the 
series, one also had amebiasis and was relieved 
after antiamebic treatment. In the rest, relief was 
noted between the second and eighth day of treat- 
ment and complete cure between the 4th and 16th 
day. No serious side-effects or untoward reactions 
were seen, but some complained of giddiness or 
drowsiness. One patient developed leukopenia 
which persisted for three months. 


New Radioactive Cobalt Unit.—The Chittaranjan 
Cancer Hospital, Calcutta, is getting a radioactive 
cobalt (Co) unit from Canada, the first of its 
kind in India. It will be installed and maintained 
by the International General Electric Company. A 
special room was built to house the unit. 


F y azol-Induced Seizure.—N. Das 
and co-workers (Calcutta M. J. 55:4 [April] 1958) 
studied the comparative action of reserpine and 
phenobarbital regarding the electrical activity of 
brain and behavioral changes in rabbits. Nonanes- 
thetized animals were used for these experiments. 
Seizures were induced with intravenous injections 
of 10 mg. of pentamethylenetetrazol per kilogram 
of body weight. A 2% solution of phenobarbital 
and a 1:1,000 solution of reserpine were used as 
anticonvulsants. Pentamethylenetetrazol injections 
consistently produced convulsive states including 
tonic and clonic phases as shown by behavioral 
and _ electroencephalographic changes. When a 
previous injection of phenobarbital was given, these 
convulsion-inducing properties were modified or 
inhibited in almost all the rabbits. It also exerted 
a hypnotic or narcotic effect which was manifested 
by the sleep pattern in the electroencephalogram. 
The effect of phenobarbital persisted for 24 to 48 
hours. 

Reserpine was given intravenously in a single 
dose varying from 0.1 to 1 mg. per kg. With 0.3 mg. 
per kilogram of the drug, within 40 to 50 minutes, 
a sedative effect was produced, the animal losing 
interest in its surroundings although it could be 
aroused by sound and tactile stimuli. The electro- 
encephalogram showed a diminution in the voltage 
of the brain waves. With double this dose, the 
animals were even less alert and did not respond to 
sound or touch, while changes in the electroencepha- 
logram were more marked, but there was no evi- 
dence of sleep. The effect was more of a 
tranquilizing and inactivating nature without 
inducing sleep. The effects were more severe with 
a dose of 1 mg. per kilogram. The animals were 
completely relaxed with abolition of some periph- 
eral reflexes, shallow respiration, and a slow, 
weak pulse. The electroencephalogram showed 
slowing and flattening of the waves with maximal 
reduction in the voltage of waves from the occipital 
areas. With 0.3 mg. per kilogram, there was hardly 
any anticonvulsant effect; with 0.6 mg. per kilo- 
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gram the convulsion-inducing property of the drug 
was modified and the latent period was prolonged 
in some animals; and with 1 mg. per kilogram the 
intensity of the seizures was diminished and their 
appearance in the  electroencephalogram was 
checked completely. The effect of the drug con- 
tinued for 12 to 36 hours. 


Eradication of Malaria.—Work has begun through- 
out India on the eradication of malaria. The plan 
seeks to eliminate the malaria parasite in six years 
by the radical cure of every malaria patient. At the 
end of this period it is hoped that everyone will 
be free from the infection. The malaria-carrying 
mosquito will then be rendered harmless. The mos- 
quito has been the target of attack in malaria con- 
trol measures taken so far. The strategy of the new 
campaign is to destroy the malaria parasite living 
or lying dormant in the blood stream. Sharing in 
the bid to rid India of the scourge are the govern- 
ment of India, the state governments, and the 
Technical Cooperation Mission of the United States 
government. Malaria eradication programs are 
being undertaken on a global basis. Among the 
countries in the East, India has taken the lead in 
the present campaign. Experts regard the present 
time opportune for a change of tactics in the fight 
against malaria. The spraying of DDT to destroy 
vector mosquitoes has undoubtedly yielded spec- 
tacular results and reduced the incidence of malar- 
ia, but, in some countries, the constant use of DDT 
has produced DDT-resistant strains of mosquitoes. 

The new six-year program includes an intensifi- 
cation of DDT spraying to reduce the incidence of 
malaria to a minimum and the launching of a 
house-to-house surveillance for detecting and cur- 
ing every malaria patient so that he ceases to be a 
source of infection. The country-wide surveillance 
will begin at the end of the second year and will be 
maintained for the following four years. To detect 
cases of fever, 100 investigators will be appointed 
for every million persons. Each investigator will be 
responsible for a group of about 2,000 houses. It 
will be his duty to visit them every fortnight and 
make inquiries. When a case of fever is detected, 
the investigator will collect a blood smear of the 
patient and send the slide to the laboratory. If ma- 
laria parasites are found, the patient will be given 
intensive treatment, to be continued until he is free 
from the malaria parasites. The insecticide equip- 
ment and the vehicles necessary to implement the 
scheme will be supplied by the U. S. Government 
under the Indo—United States technical assistance 
agreement. The government of India will share 
half the increased costs on the additional work with 
the various state governments and also increase 
the staff at the Malaria Institute of India both for 
supervision in the field and for training new per- 
sonnel. 
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Cervical Cord Compression.—Ramamurthi and Ja- 
gannathan (Neurology 6:1, Jan.-March 1958) re- | 
ported a series of 19 patients with nontraumatic 
cervical cord compression. These included five with 
extradural tumor (one with malignant osteoclas- 
toma, one with sympathicoblastoma, one with tu- 
berculoma, one with osteitis deformans, and one 
with a central massive herniation of the nucleus 
pulposus); 8 with intradural lesion (3 with neuro- 
fibroma, one with meningioma, and 4 with arach- 
nitis); 4 with intramedullary tumors (three with 
ependymomas and one with syringomyelia); and 
2 in whom the cause was not determined. The 
cervical cord was affected second in frequency, 
considering compression at all levels of the spinal 
cord. In four patients motor symptoms caused by 
anterior cord compression in the early stages pre- 
dominated and were diagnosed mistakenly as due 
to amyotrophic lateral sclerosis. Two patients were 
being treated initially as having primary brachial 
neuritis because they had radiating pain along the 
arm. In one patient, temporary remission of symp- 
toms occurred leading to the erroneous diagnosis 
of multiple sclerosis. All patients had a lumbar 
puncture. 

Partial block was common in the cervical region, 
as the canal here is wide, and partial block should 
therefore be detected by plotting the rate of fall 
of the level of the spinal fluid after jugular com- 
pression for 10 seconds. Protein levels in the spinal 
fluid were not usually high in patients with cervical 
cord compression as compared with those having 
tumors lower down, and the average protein con- 
tent in these patients was 80 mg. per 100 ml. Get- 
ting a cisternal myelogram might not be a safe pro- 
cedure or even possible in the presence of a high 
cervical lesion. In such a case a lumbar myelogram 
was made, while in those with a low cervical lesion 
a cisternal myelogram was made. Screening in 
myelography was done to detect partial blocks. Ex- 
cessive flexion of the neck during operation to get 
better exposure should be avoided, as it may cause 
permanent damage to the cord resulting in death, 
as happened in one patient whose cord was al- 
ready kinked. In patients with lesions situated an- 
terior to the dura mater, the authors found it easier 
to incise the dura posteriorly, gently retract the 
cord, incise the dura anteriorly, and remove the 
tumor intradurally. In those with intramedullary 
lesions, the cord was cut in the center in the poste- 
rior midline and the tumor was removed. This was 
done in three patients with intramedullary ependy- 
moma who did well. 

The chief complication in the postoperative peri- 
od was respiratory difficulty, and patients had 
sometimes to be put in the iron lung for 48 to 72 
hours. One patient with osteitis deformans of the 
axis, in whom the cord was already kinked and was 
probably damaged during operation, died after 
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three days without recovering his power of respi- 
ration. Such complications as fever and acute dila- 
tation of the stomach were not met with in this 
series. The cervical spine was not fused in any 
of these patients. One of those with neurofibroma 
developed encysting of the spinal fluid postoper- 
atively, which formed a swelling under the scar. 
This gradually disappeared after 12 weeks. Two 
patients died in the immediate postoperative peri- 
od, one of respiratory failure and one of a cerebro- 
spinal fluid leak that became infected. Patients 
having their symptoms for a long time preopera- 
tively recovered slowly even after complete decom- 
pression. One intramedullary ependymoma _re- 
curred four years after operation, and the patient 
died six months after reoperation. 


Vaginal Cytology and Sterility—S. N. Mukherjee 
(Calcutta M. J. 55:4 [April] 1958) studied vaginal 
smears in 35 women with normal fertility, 83 with 
primary sterility, and 20 with secondary sterility. 
The curve of cornification of vaginal epithelial 
cells followed a definite pattern in fertile women, 
showing a peak near the midcycle with low values 
at the beginning and end of the menstrual cycle. 
The same pattern was also observed in both sterile 
groups. The percentage of cornified cells was, how- 
ever, significantly higher in the normal group than 
in those with primary sterility in all the phases 
of the cycle except the first. In those with sec- 
ondary sterility, the difference in percentage as- 
sumed statistical significance only in the midcycle, 
being higher in the normal group. The curves of 
intermediate cells in the vaginal smears also fol- 
lowed a distinct pattern, with lowest values near 
the midcycle and higher values in the beginning 
and end of the cycle in all the three groups. The 
percentage of these cells was lower in the fertile 
group during the middle of the cycle as compared 
with the other two groups, while it was higher 
than that in the primary sterile group in the late 
luteal and premenstrual phase. 

Studies on basal body temperature records in 
the three groups revealed the typical biphasic 
variation in 74%. In 80% the records presented 
sufficient data to reflect the ovarian function. Esti- 
mations of vaginal glycogen showed that the con- 
centration increased about the midcycle in 80% of 
the subjects of the normal group, showing lower 
values during the beginning and end of the cycle 
and higher values in midcycle, as compared to the 
primary sterile group; 75% of all the subjects re- 
vealed a periodic fluctuation of the pH values in 
different periods of the menstrual cycle; 65.6% of 
these showed a definite pattern of ovulatory pH 
curve with the lowest value near the midcycle 
and higher values at the beginning and end of the 
cycle. The pH was lower in the normal group in 
the preovulatory phase and higher in the premen- 
strual phase as compared with the sterile groups. 
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The incidence of anovular cycles was 6.6% in the 
sterile groups, while the normal group did not 
show a single anovular cycle. These studies on 
vaginal smears supplemented with basal tempera- 
ture records, vaginal glycogen, pH values, and 
endometrial biopsy were of value in interpreting 
ovarian function and the occurrence of ovulation. 
With the help of these investigations, patients with 
functional sterility were classified into those with 
(1) anovular cycles; (2) inadequacy of both estro- 
gen and progesterone; (3) inadequate luteal phase 
only; and (4) pathological endometrium. It also 
helped to differentiate between estrogen and pro- 
gesterone deficiency, in assessing the nature of 
ovarian function and locating the time of ovula- 
tion. It helped in determining the endocrine status 


‘and the presence or absence of ovulation in pa- 


tients with sterility in whom no organic cause could 
be detected. 


PERU 


Herniation of the Nucleus Pulposus.—At the 11th 
Peruvian Congress of Surgery in April in Lima Dr. 
J. Franco of Lima reported that in a series of 574 
patients with herniation of the nucleus pulposus 
416 (73%) were treated surgically. It has become 
clear that surgery should be reserved for those who 
are incapacitated by repeated attacks of severe 
sciatic pain and in whom conservative measures 
have failed to bring consistent relief. The mainstays 
of medical management are: (1) rest on a firm bed, 
(2) muscle-relaxing drugs, (3) proper postural and 
corrective exercises, (4) cortisone-like steroids, 
given by conventional routes and even intrathe- 
cally, in properly selected cases, and (5) hydro- 
therapy, diathermy, and ultrasound waves. 

Dr. E. Sabogal discussed the aforementioned 
416 patients who were operated on. A total of 463 
protruded disks were removed from these patients. 
Males accounted for 88.8% of the series; 13 patients 
were between 10 and 20 years of age; 137 between 
21 and 30; 131 between 31 and 40; 95 between 41 
and 50; 37 between 51 and 60; and only 3 were 
over 60. In 98.3%, the herniated disks were located 
in the lumbar spine; they were in the cervical spine 
in five patients and in the thoracic spine in two. 
The herniated nucleus pulposus involved the fourth 
lumbar intervertebral disk in about a half of the 
patients. In 42 patients there were multiple herni- 
ations, and in 33 of these the correct diagnosis was 
made by myelography prior to operation. Single 
protruded disks were demonstrated by myelography 
in all the other patients. After discharge, 141 pa- 
tients had a recurrence of symptoms. Of these, 105 
were treated medically on an ambulatory basis 
and made a complete recovery. The remaining 
36 had to be hospitalized again. Overlooked herni- 
ated disks in adjacent intervertebral spaces and in- 
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adequate operative evacuation of the disk were 
demonstrated in nine and two patients respectively. 
In 16 neither of these conditions was found and the 
pain was controlled by medical means only. The 
following complications were observed: spondylitis 
in three, postoperative fistula in three, and tibial 
nerve paralysis in one. No operative death occurred. 
Final results were classed as excellent in 275 pa- 
tients (66.1%); fair in 134 (32.2%); and poor in the 
7 (1.7%) with postoperative complications. 

Dr. L. Quifiones reported on the histological 
caracteristics of 98 of the aforementioned disks 
removed. He found that 47 of these were normal. 
A large proportion of the pathological disks came 
‘rom patients with a short clinical course. There 
v's no significant relationship between the state 
of the disk and the nature or intensity of the symp- 
toms. 

Professor E. Rocca of Lima said that myelog- 
raphy and diskography are of great value in the 
diagnosis of intervertebral disk herniation and that 
characteristic sciatic pain may be elicited also by 
having the patient walk on either toes or heels only. 
He urged the study of the muscular chronaxy 
as a further procedure of great usefulness in the di- 
agnosis of lumbago-sciatica. 

Drs. G. Costa and D. Morote stated that deter- 
mination of the muscle chronaxy should be made in 
every case of clinically suspected herniation of the 
nucleus pulposus. They performed this study in 41 
patients of the aforementioned series and found 
that unilateral or bilateral nerve root lesion existed 
in 28 of them. In comparison only 27 of the same 
group had typical sciatic pain, 18 had abnormal 
reflexes, 16 had pain after leg-straightening ma- 
neuvers, and 13 had sensory changes. Only lumbar 
pain was present in a larger percentage (80.8) 
of the patients than was abnormal chronaxy. Stud- 
ies of chronaxy were useful in the diagnosis of the 
syndrome, but they were worthless in the topo- 
graphic diagnosis of the herniation. On the other 
hand, abnormally high values of chronaxy were 
found to be related to both the duration of the 
disease and the intensity of the nerve root com- 
pression. 


Spondyloarthritis—At the same meeting Dr. G. 
Cérdova said that in spondyloarthritis, after an 
asymptomatic period, vague symptoms appear. 
Pain and muscle spasm in variable degrees are the 
most prominent of these symptoms. Late in the 
course of the disease atrophy, sympathetic disturb- 
ances, and diverse systemic changes arise. The ro- 
entgenographic findings are characteristic. Fre- 
quently, however, no relationship is found between 
them and the clinical manifestations. Changes in 
the spine compatible with this condition in appar- 
ently healthy subjects with no previous history of 
back pain have been found both on radiologic and 
postmortem studies. The speaker studied roentgen- 
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ograms of the spine in a group of 100 healthy 
persons aged between 40 and 60 who had no his- 
tory of pain in or trauma to the spine and found 
that 21% had mild arthritic lesions, the age of these 
subjects ranging from 40 to 50, and that 44% 
showed rather advanced lesions, their ages being 
between 50 and 60. 

On the other hand, the author reported on a 
series of 185 patients with this disease treated in 
the Loayza Hospital in Lima. This figure repre- 
sented 16% of the patients with disease of the spinal 
column seen during the review period. Their ages 
ranged from 30 to 85 years, with a peak incidence 
in the age group 51 to 60 years, which accounted 
for 65 of the patients (35%). The lumbar spine was 
involved in 91 patients (49%), the thoracic spine 
in 40 (21.5%), the thoracic and lumbar spine in 37 
(20%), the lumbar and sacral spine in 12 (7%), 
and the cervical spine in 5 (2.5%). In 91% typical 
localized pain, muscle spasm, and limitation of 
function were present. In most patients the pain 
radiated to a limb and/or was associated with ach- 
ing in the adjacent organs. This caused diagnostic 
difficulties in some patients. The roentgenograms 
revealed typical advanced lesions in 137 (74.5%), 
mild lesions in 41 (22%), and no apparent lesions 
in 7 (3.5%). Of 120 patients who underwent both 
medical and orthopedic management, a follow-up 
showed that 28 were free of symptoms, 60 obtained 
marked relief and were working, 7 were not im- 
proved, and 25 could not be located. Medical ther- 
apy only was given to 39 patients. Results consid- 
ered as satisfactory were obtained in 14 of them, 
and the remainder were not contacted. Roentgen- 
therapy was used in 10 patients. Of these three 
obtained complete relief, four obtained marked im- 
provement, and three could not be located. Pro- 
caine solution was given intravenously to 16 pa- 
tients. Of these 11 got relief from pain and 5 had 
no improvement. The speaker concluded that the 
best treatment for the control of the pain is rest on 
firm bed and diathermy, the effects of both these 
measures being greater and more lasting when 
factors aggravating the condition could be re- 
moved. 


Surgery of the Colon.—At the same meeting Dr. A. 
Sabogal reported on 85 patients with rectosigmoid 
cancer, 3 with anorectal melanoma, and one with 
reticular cell sarcoma of the rectum treated in the 
National Institute of Neoplastic Diseases at Lima. 
The value of rectal digital examination was 
stressed. This should always be supplemented with 
proctoscopic and radiologic examination and biop- 
sy. In this series 76% of the cancers were adeno- 
carcinomas. Up to 13% of the patients had been 
given a diagnosis of hemorrhoids one to five months 
prior to their admission to the institute, where the 
correct diagnosis was finally reached; 66% of the 
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cases occurred in women, and the age group most 
affected was that between 50 and 70. In general, 
the patients with rectosigmoid cancer tended to 
seek medical advice earlier than did those with 
cancer at the rectal ampulla. The condition in 25% 
of the patients was inoperable; a radical operation 
was performed in 42%; and a palliative operation 
was performed in the remaining 33%. The oper- 
ative death rate was 6.8%, and 33.2% showed a 
postoperative survival of three years or more. 

Dr. R. Pinillos said that diverticulosis of the 
colon was present in 80 to 90% of the persons in 
the oldest age groups. In the general population ex- 
ceeding 50 years it was found in 7 to 10 of every 
100 autopsies. Diverticulosis was not troublesome 
in itself, but 20% of these patients developed the 
so-called diverticulitis of varying severity. In rare 
cases malignant degeneration also occurred. No 
pathogenic relationship has been proved between 
diverticulosis and cancer, but in elderly patients 
these conditions may coexist. The clinical course 
of diverticulitis is variable, and symptoms most 
frequently resemble a subacute appendicitis on 
the left side. Diffuse or localized peritonitis may 
eventually result. Medical management consists of 
a suitable diet and prompt, rigid treatment of the 
intestinal infections. In diverticulitis surgery is in- 
dicated only after the infection has been controlled 
medically, unless a severe complication that re- 
quires immediate operation arises. 

Dr. L. Gurmendi reported a series of 40 patients 
with volvulus of the sigmoid flexure. Most of the 
patients were between 20 and 30 years old; 36 were 
women and 4 were men. In 22 patients the volvu- 
lus was acute, and in 18 it was chronic. Abdominal 
pain was present in 37, localized abdominal disten- 
tion in 32, constipation in 31, inability to pass flatus 
in 30, nausea in 29, vomiting in 26, tachycardia in 
25, and Kussmaul’s sign in 18. Every patient with 
acute volvulus should be operated on. The speaker 
preferred primary resection with end-to-end anas- 
tomosis. There were eight deaths in this series. 


UNITED KINGDOM 


Irradiation Laboratory.—A new irradiation labora- 
tory housing a linear accelerator was opened by 
the Metropolitan-Vickers Electrical Engineering 
Company of Manchester. This company has done 
much basic research leading to the construction of 
the linear particle accelerator, a device in which a 
stream of particles traveling in a hollow wave 
guide is accelerated by a radio frequency field, 
forming a source of highly concentrated focused 
x-rays. The accelerator, besides providing the most 
modern radiotherapy treatment for cancer, has 
industrial uses, and it is for such a purpose that the 
new linear accelerator has been built. Metropolitan- 
Vickers are offering it as a service to industry for 
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the large-scale sterilizing of pharmaceutical prod- 
ucts and foodstuffs, particularly when these are 
thermolabile. This cold sterilization kills organisms 
without any appreciable rise in temperature of the 
medium. Penicillin and sutures, for example, can 
be sterilized by means of the linear accelerator, 
and a large number of drugs given parenterally 
can be treated by it. Insulin, however, undergoes 
some molecular change with loss of potency, 
probably due to polymerization. Advantage of the 
polymerizing effect of irradiation can be taken in 
the manufacture of dextran by tailoring the mole- 
cule to correspond physically with the properties 
of plasma. One advantage of sterilization by the 
linear accelerator is that it can be applied on a 
large scale and at low cost. The outside mainte- 
nance cost of the installation is not more than $3,000 
a year, or about $6 an hour of actual running time. 
The rental charge of the installation is likely to be 
about $140 a day. The processing of ampuls and 
vials is estimated to cost $1.40 per pound. 


Leprosarium in Nyasaland.—The Federal Ministry 
of Health of Nyasaland has established a new 
leprosarium and hospital at Kochira costing about 
$220,000, as a step toward the treatment and 
eradication of leprosy in the country. The settle- 
ment consists of a central hospital and 120 houses, 
each of which will accommodate four patients. A 
recent survey by a leading leprologist drew atten- 
tion to the high incidence of leprosy in the pro- 
tectorate and recommended the establishment of 
the leprosarium, with facilities for inpatient, resi- 
dential, and outpatient treatment. The British 
Leprosy Relief Association recruited a_ trained 
leprosy worker to act as superintendent of the 
settlement. 


Doctors’ Prospects.—The Council of the British 
Medical Association submitted a second supple- 
mentary memorandum to the Royal Commission on 
Doctors’ Remuneration. It stated that competition 
for specialist posts in hospitals is very keen. Many 
who attempt to qualify reach the age of 40 without 
having attained appointments as specialists. This 
is often through no fault of the physician but be- 
cause the National Health Service has encouraged 
young men and women to train without having 
enough appointments for them at the end of their 
training. A drastic overhaul of the structure of 
medical staffing of hospitals is long overdue. There 
is now difficulty in obtaining junior staff because 
they are underpaid and their prospects are poor. 
They may rise to the position of senior resident, 
and there they often remain with little hope of 
advancement. Owing to the uncertain and un- 
attractive prospects of a career in the National 
Health Service hospitals a number of able and 
promising physicians have emigrated. 
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Even if the hospital doctor achieves specialist 
status he finds that private practice has dwindled 
and that the financial rewards, except to the well- 
established specialist, are comparatively small. The 
council points out that the Spens Committee recom- 
mended that all specialists, whether full-time or 
part-time in the health service, should be paid 
expenses incurred in addition to their remunera- 
tion. This has never been done, nor have full-time 
specialists been allowed to obtain a tax rebate on 
their expenses. Only part-time specialists are 
allowed this. On the other hand many of the latter 
have insufficient paid hospital work and are unable 
to make up the balance by private practice. Both 
groups of specialists are underpaid according to 
the council’s memorandum, which stated that at 
best the basic salary scale of specialists in the hos- 
pital service today can only be regarded as 
representing 1951 values of money. It recommend- 
ed a basic incremental scale for hospital specialists 
of at least 29% above present values and an in- 
crease of 60% for their domiciliary consultation 
fees, which have remained the same since 1948. The 
so-called merit or distinction awards received by 
34% of hospital specialists have never been raised, 
and the council recommend that these should also 
be increased by 60%. Their final recommendation 
on speciilist’s remuneration is a scale rising from 
$7,587 to $11,240 annually by annual increments 
of $457. The three grades of distinction award 
recommended by the council are: first grade $2,250, 
second grade $6,785, and third grade $11,250. 
These would be received by 20%, 10%, and 4% of 
specialists respectively. 

The council was also concerned at the low rates 
of remuneration of other hospital staff. When the 
National Health Service started a new hospital 
grade was introduced, the so-called senior hosnital 
medical officer, of status between that of resident 
and specialist. Many of these never received pro- 
motion to full specialist status, although their 
experience and qualifications usually warrant this. 
The hospital authorities are thus obtaining special- 
ist service for less than specialist pay. Assuming 
appointment at the age of 32, a specialist on the 
basic scale earns $93,362 more than his senior hos- 
pital medical officer colleague by the time he re- 
tires. As the status, ability, and responsibility of 
the latter approximate to that of the specialist, the 
council recommends that the salary of the senior 
hospital medical officer should be at least 80% of 
that of the basic specialist scale. This would be a 
more realistic evaluation of the work which they are 
doing in the health service. Their recommended 
salary scale is $6,060 to $9,000 annually, with 
increments of $365. The council also recommended 
an increase in the present salary scales of other 
hospital physicians of about 50% and adequate ex- 
pense allowances, which should also be recognized 
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for tax purposes. At present full-time medical staff 
in the hospital service are neither reimbursed nor 
allowed tax remission for professional expenses. 


Insulin Treatment of Schizophrenia.—Since the in- 
troduction of the insulin treatment of schizophrenia 
no comparison was made between the results ob- 
tained by this method and by the intravenous injec- 
tion of dextrose without insulin. This has now been 
made by Dr. Sheila Leyton (Lancet 1:1253, 1956). 
Patients referred to the insulin treatment unit of 
a mental hospital were divided, by alternate selec- 
tion, into two roughly similar groups, the first re- 
ceiving insulin hypoglycemia and dextrose, while 
the other had dextrose alone. The insulin treatment 
was given on customary lines, the hypoglycemia 
being terminated by the intravenous injection of 40 
to 60 ml. of 33% dextrose, followed by sugar given 
orally. The patients in the dextrose control group 
were given daily injections of sterile water and 
flavored sugar drinks for the first week and 20 ml. 
of dextrose per day intravenously followed by a 
drink in the second week. The amount of dextrose 
was increased to 40 ml. in the third week and 60 ml. 
in the fourth week. Patients in both groups had 40 
to 50 injections, with the occurrence of coma in 
about 40 in the insulin-treated group. Both groups 
were treated in the same way from the point of 
view of diet, occupational and social activities, and 
attention from the nursing and medical staff. The 
results of the trial were assessed by the discharge 
rate of the patients. There was no significant differ- 
ence between the rates for the two groups. 


The Nivvle in Pregnancy.—The value of routine 
preparation of breasts and nipples during pregnancy, 
with a view to improving the prospects of breast 
feeding, is dubious, and the anatomic improve- 
ments claimed for such treatment are probably 
due, in most women, to normal physiological 
changes during pregnancy, according to Hyten and 
Baird (Lancet 1:1201, 1958) who studied the nip- 
ples of 170 primigravidas and 104 multigravidas 
from early pregnancy until the puerperium. No 
antenatal treatment was given to defective nipples. 
The nipples of about 33% of the primigravidas 
were judged to be defective, on ground of retrac- 
tion or poor protraction in early pregnancy, but 
only about 8% were judged to have defective nip- 
ples in the puerperium. In second pregnancies the 
proportions were 10% in early pregnancy and 4% 
in the puerperium. In third and subsequent preg- 
nancies none of the women examined had defective 
nipples. The assessment of nipples in early preg- 
nancy gave only limited help in predicting which 
women would experience difficulty with breast 
feeding due to inadequacy of the nipples. In any 
case, this kind of difficulty is relatively uncommon, 
occurring in less than 5% of primigravidas and 
less than 2% of multiparas who start breast feeding. 
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CORRESPONDENCE 


HYPERBILIRUBINEMIA IN INFANTS 


To the Editor:—Recently we became aware of an 
association between the administration of large 
amounts (72 mg.) of a vitamin K analogue, men- 
adione sodium bisulfite (Hykinone ), intravenously 
to mothers in labor and the occurrence of marked, 
early hyperbilirubinemia in newborn premature 
infants. We have encountered seven such cases, 
the details of which are listed in the table. These 
infants were first noted to have markedly elevated 
levels of serum bilirubin between 40-72 hours of 
age. All but one were treated with exchange trans- 


Data Relative to Administration of Menadione Sodium 
Bisulfite in Seven Infants 


t 
Dosage Bili- 
Blood Group —————-- - 


Hours level 
Weight, ———————. Amount, Prior to (Mg. 
Case Gm, Infant Mother Mg. Route Delivery %) Follow-up 
1 1,575 Oo 72 Im. 11? 35 kernie- 
erus 
2 2,353 O° B° 72 34 Normal at 
age 1 year 
3 1,680 AB’ 72 Im. Ww 22 Normal at 
age 11 
months 
4 1,530 B 72 ly ) Died at age 
l month; 
iver 
abscess; 
sepsis 
5 1,431 A \ 72 I\ 24 2s Normal at 
age 9 
months 
6 2,013 A* o- 72 Iv. 2? 46 Normal at 
get 
months 
7 2,792 72 Iv. 3 47 Retarded de- 


velopment 


fusion in an effort to prevent neurological damage 
(kernicterus) from the hyperbilirubinemia. Under 
ordinary conditions jaundice of this degree does 
not occur until the fourth to sixth day of life. 
There is adequate evidence in the literature to 
show that vitamin K analogues are capable of 
causing hyperbilirubinemia when administered in 
large amounts to premature infants. Inasmuch as 
doses as small as 1-10 mg. given by mouth to the 
mother ante partum have been shown to have an 
effect upon the prothrombin time of infants on the 
third day of life, the intravenous administration of 
a large amount of a water-soluble, low-molecular- 
weight compound such as menadione sodium bi- 
sulfite probably enhances the amount getting to 
the fetus. Because of the risk involved we feel 
that there are no indications for the routine ad- 
ministration of large amounts of menadione sodium 
bisulfite ante partum and that it is a practice which 
should be discontinued. A more detailed report of 


this study will be published. In the interim we 
would appreciate hearing from other doctors who 
may have had similar experience. 


Jerotp F. Lucey, M.D. 

Rosert G. Dotan, M.D. 

University of Vermont College of Medicine 
Burlington, Vt. 


BANANAS IN THE DIET AS A CAUSE FOR 
FALSE-POSITIVE REACTION FOR OCCULT 
BLOOD IN THE STOOL 


To the Editor:—Bananas are widely eaten by pa- 
tients and wisely recommended by physicians in 
many diverse medical conditions because of their 
easy digestibility, welcome palatability, and ex- 
cellent nutritional value. Due to these features plus 
their satisfying bulk, several bananas daily are not 
infrequently eaten by patients placed on a meat- 
free diet to obtain stool for occult blood deter- 
mination. 

A patient with unexplained secondary anemia 
was placed on the usual meat-free diet to deter- 
mine whether there was gastrointestinal bleeding. 
After four days, the stool was tested for occult 
blood by the usual benzidine reaction method, and 
the result was positive. When the patient com- 
mented that her gastritis was much improved by 
her “banana diet,” my interest was aroused by this 
fact and also by the possible effect of a “banana 
diet” on the test. After she stopped eating three 
to five bananas daily, the test became negative. 
With bananas included again, the test again be- 
came positive. 

On checking with several colleagues, I found 
that a few were familiar with the fact I had un- 
covered, but I was amazed at the number of ex- 
perienced physicians not familiar with this useful 
“pearl” of knowledge. 

The peroxidase enzyme responsible for the posi- 
tive test reaction is present in much higher con- 
centration in potatoes than in bananas, but it is 
destroyed in cooking. In bananas the concentration 
is apparently enough that if they are eaten in any 
quantity, a positive reaction may be obtained. 

In conclusion, bananas in the diet may produce 
a false-positive reaction in the stool test for occult 
blood when one of the usual tests based on the 
peroxidase reaction is employed. 


JEROME V. Treuscu, M.D. 
405 N. Bedford Dr. 
Beverly Hills, Calif. 
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Etiology of Hemochromatosis Not Due to Trans- 
fusion: Review of the Question: Study of Heredity 
in 21 Families. ]. Pirart and P. Gatez. Semaine hop. 
Paris 34:1044-1051 (April 12) 1958 (In French) 
[ Paris]. 


Idiopathic hemochromatosis occurs as a congeni- 
tal and hereditary biochemical disorder. Neverthe- 
less, certain acquired conditions must also be 
retained as causes of the disease or at least as 
factors contributing to its development. Notable 
among these are malnutrition, alcoholism, hepa- 
titis, and chronic anemia. Alcoholism, found in 19 
of the patients in this study, sometimes plays the 
part of a revelatory factor by aggravating cirrhosis 
already present as a result of the underlying hemo- 
siderosis. Again, alcoholic cirrhosis and hemo- 
chromatosis may occur fortuitously in the same 
patient and may be discovered simultaneously by 
an artefact of detection. 

Acquired conditions, however, are absent in 
some cases of hemochromatosis, and in these the 
causal significance of hereditary factors is becom- 
ing increasingly clear. These factors were studied in 
50 patients with idiopathic hemochromatosis who 
belonged to 46 families, 21 of which were investi- 
gated in detail. Estimates of serum iron and, usu- 
ally, a test of provoked hypersideremia were made 
in 36 subjects. The coexistence of melanodermia, 
hypertrophic cirrhosis, hypogenitalism, and even 
diabetes does not in itself suffice to establish a 
diagnosis of hemochromatosis. Such a diagnosis, 
in fact, must be supported by the discovery of large 
deposits of hemosiderin in the liver, and also per- 
haps in the skin or the bone marrow, in the ab- 
sence of any hemolytic disease. 

The conditions found in close relatives of the 
various propositi in this series included 3 cases of 
diabetes; 4 cases of complete hemochromatosis, 2 
of which were proved; 6 cases of subclinical in- 
complete hemochromatosis, 1 of which was proved; 
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and several cases of ordinary melanodermia dis- 
tributed among the members of 11 families. Pre- 
clinical, biochemical hemochromatosis was found 
in 13 patients, in 3 of whom it was demonstrated 
both by punch biopsy of the liver and by the 
bleeding test. These 3 patients have undergone re- 
peated bleedings resulting in the withdrawal of 13, 
13.5, and 15 liters of blood, respectively, during a 
22-year period without showing the slightest evi- 
dence of anemia. The subjects clinically affected 
were almost always collaterals (usually 2 brothers), 
whose parents were free from the disease. This fact 
strongly supports the view that the transmission of 
the disease is recessive. Hemochromatosis occurs 
more often in men than in women, probably as a 
result of sex-limitation—a phenomenon which is 
phenotypical and not genotypical. Its lower inci- 
dence in women can presumably be explained by 
the occurrence of menstruation, pregnancy, and 
lactation, which tend to prevent the accumulation 
of iron reserves in women. Proof of direct trans- 
mission of the disease was obtained, for the first 
time, by the authors when they demonstrated the 
existence of subclinical hemochromatosis in the 
daughter of a woman with proved complete hemo- 
chromatosis. 

In an addendum, the authors discuss the views 
expressed by Cachin and co-workers in an article 
published (Semaine hén. Paris 33:3174, 1957) after 
their own paper was written. They believe their 
findings controvert Cachin’s suggestion that hemo- 
chromatosis can be divided into 2 distinct condi- 
tions: (1) idiopathic hemochromatosis, in which 
alcoholism plays no part, and (2) alcoholic hemo- 
chromatosis, in which heredity has no significance. 


Hereditary Capillary Purpura (von Willebrand’s 
Disease). A. R. Horler and L. J. Witts. Quart. J. 
Med. 27:173-185 (April) 1958 [Oxford, England]. 


Until the beginning of this century all hereditary 
hemorrhagic disorders were regarded as hemo- 
philia, irrespective of their clinical or genetic 
characteristics. Osler established hereditary hemor- 
rhagic telangiectasia as a separate entity in 1901, 
and some years later, with the publication in 1913 
of a paper by Austin and Pepper, it became ap- 
parent that there was a third variety of hereditary 
hemorrhagic disorder which bore a closer resem- 
blance to the purpuras than to hemophilia. There 
followed the report by Glanzmann in 1918 of a 
hemorrhagic state which he ascribed to a functional 
abnormality of the blood platelets, and to which he 
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gave the name of “hereditary hemorrhagic throm- 
basthenia.” Von Willebrand in 1931 reported hav- 
ing studied a family of bleeders in the Aaland 
Islands. Twenty-three members of a family of 66 
complained of hemorrhagic symptoms, consisting 
of bleeding on trivial injury or spontaneous bleed- 
ing from the nose, gums, skin, genitals, or gastro- 
intestinal or urinary tracts. The platelet counts 
were normal, as was the platelet morphology, but 
the bleeding time was greatly prolonged and the 
tourniquet test positive; coagulation time and clot 
retraction were normal. Von Willebrand at first 
named the condition “hereditary pseudohemo- 
philia,” a name which has since been applied to 
other hemorrhagic diseases. As a result of experi- 
ments intended to show the inability of the plate- 
lets to occlude a glass capillary tube, he renamed 
the condition “constitutional thrombopathy.” The 
authors describe the clinical features of this con- 
dition and discuss its classification in the light of 
the tests which are now available for the investi- 
gation of hemostasis. 

In the experience of the authors, hereditary cap- 
illary purpura is the second commonest hereditary 
hemorrhagic disorder. In a series of 80 cases of 
hereditary hemorrhagic disorders seen in Oxford, 
52 were examples of hemophilia or Christmas dis- 
ease, 19 of hereditary capillary purpura, 7 of heredi- 
tary hemorrhagic telangiectasia, 1 of congenital 
afibrinogenemia, and 1 of a dual hemostatic defect. 
Thus hereditary capillary purpura (von Wille- 
brand’s disease) accounts for about one-quarter of 
all cases of hereditary hemorrhagic disease. It is 
associated with an abnormality in the structure and 
function of the capillaries, which results in a pro- 
longed bleeding time. Much less frequently in 
hereditary purpura a disturbance in the functional 
efficiency of the platelets can be demonstrated, 
when the condition may be referred to as heredi- 
tary thrombocytopathic purpura or Glanzmann’s 
disease. There are also cases of hereditary thrombo- 
cytopenic purpura. In rare cases hereditary capil- 
lary purpura may be combined with a deficiency 
of one of the clotting factors, notably antihemo- 
philic globulin. The terms “thrombasthenia” and 
“pseudohemophilia” are ill-defined and should be 
avoided in classifying the hereditary hemorrhagic 
diseases. 


Hereditary Hemorrhagic Telangiectasia (Osler): 
Two Cases with Examination of Family. E. Mor- 
tensen. Ugesk. lager 120:575-576 (April 24) 1958 
(In Danish) [Copenhagen]. 


Hereditary hemorrhagic telangiectasia, or Osler’s 
disease, is one of the most uncommon causes of 
hemorrhagic diathesis and has previously been de- 
scribed in only 7 cases in Denmark. It is a vascular 
anomaly seen clinically as a hemorrhagic diathesis 
without demonstrable cause on the usual laboratory 
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examinations and is pathoanatomically character- 
ized by multiple telangiectases in skin and mucous 
membranes. The hemorrhages usually appear as 
epistaxes but follow the extent of the telangiectases 
and not infrequently occur in the mucous mem- 
branes of the digestive canal and urogenital organs 
and have been described in retina and cerebrum. 
The picture is marked by recurrent bleeding and 
resulting anemia. The anemia is of simple hemor- 
rhagic type and often grave. The angiectases vary 
from the size of a pinhead to the size of a pea. The 
most frequent visible localizations are the skin of 
the face, lips, mucous membranes of tongue and 
oral cavity, conjunctiva, and skin of fingers and 
toes. Treatment is limited to hemostasis, where this 
is possible, and correction of the anemia by ad- 
ministration of iron. No causal therapy is known. 
There is simple dominant inheritance. In the 
homozygote form of the disease, described in one 
instance, the patient died at the age of 11 weeks. 
In the heterozygote form the prognosis is always 
good. The 2 cases reported were in relatives, a girl, 
aged 10 years, and a woman, aged 43. Investiga- 
tions revealed epistaxis in 14 out of 21 members of 
2 generations of the family. 


Idiopathic Myocardial Hypertrophy. D. H. Spodick 
and D. Littmann. Am. J. Cardiol. 1:610-623 (May) 
1958 [New York]. 


Idiopathic myocardial hypertrophy is a curious 
disturbance of the heart which, since its original 
description in 1901, has remained largely unex- 
plained. One important reason for the imperfect 
understanding of this disorder has been its com- 
parative rarity and the paucity of well-studied 
examples. The authors summarize the data on 8 
patients with idiopathic myocardial hypertrophy 
observed at the Veterans Administration Hospital, 
West Roxbury, Mass., from 1947 to 1956. Two case 
histories illustrate the problems encountered in 
this disease. A search of the world literature dis- 
closed 72 reports of patients with the isolated 
finding of unexplained large heart. Idiopathic myo- 
cardial hypertrophy is characterized by cardiac 
enlargement and progressive decompensation oc- 
curring in previously healthy individuals. The sole 
pathological finding is left ventricular hypertrophy 
with or without varying degrees of mural fibrosis. 
Valvular lesions are absent. The coronary arteries 
are widely patent, and atheromas are either absent 
or insignificant. 

The disease involves mainly young adults. The 
course of the disorder is unusually rapid in most 
instances, Embolism is frequent and is related to 
the common autopsy finding of mural and endocar- 
dial thrombi. No clinical or laboratory finding is of 
specific aid in the diagnosis. Close simulation of 
specific lesions occasionally leads to mistaken diag- 
noses, such as arteriosclerotic heart disease, mitral 
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stenosis, etc. The etiology of idiopathic myocardial 
hypertrophy remains obscure. It may represent one 
or more processes undetected by present  tech- 
niques. Various studies are cited which would 
invalidate the hypotheses of preexisting hyperten- 
sion, myocarditis, or dietary deficiency as causative 
factors. This condition should be considered in the 
differential diagnosis of congestive heart failure of 
unexplained origin. 


Quinidine Therapy for Atrial Fibrillation: Indica- 
tions and Toxic Effects. S$. R. Robbin and E. S. 
Cohen. Am. J. Cardiol. 1:629-636 (May) 1958 [New 
York]. 


Although quinidine has been considered as the 
chief drug for the suppression of cardiac arrhyth- 
mias, there has been a controversy as to whether 
the benefit from abolishing chronic cardiac arrhyth- 
mias and restoring normal sinus rhythm outweighs 
the risk of its toxic effects on the myocardium and 
respiratory center, and even of sudden death. The 
reason why quinidine fell into disrepute shortly 
after its introduction was due to the limited knowl- 
edge of its pharmacological properties. The pur- 
pose of this report is to present an unusual case of 
atrial fibrillation in which digitalis failed to control 
the ventricular rate, although there was no evidence 
of acute rheumatic activity, thyrotoxicosis, multiple 
pulmonary embolism, or Wolff-Parkinson-White 
syndrome. A situation arose where uncontrolled 
atrial fibrillation with a very rapid ventricular re- 
sponse caused intractable congestive heart failure 
with signs and symptoms of a shock-like state. In 
this desperate situation treatment with quinidine 
and conversion of atrial fibrillation to a normal 
sinus rhythm was lifesaving. However, this was 
complicated by marked sensitivity to quinidine with 
manifestations of severe quinidine toxicity. The 
authors stress the importance of frequent electro- 
cardiograms as a guide to the dosage during quini- 
dine therapy and reemphasize the fact that the 
increase in cardiac output obtained by conversion 
of atrial fibrillation to normal sinus rhythm may be 
lifesaving in patients with intractable congestive 
failure. 


Radioiodine Treatment of Paroxysmal Supraven- 
tricular Tachycardia in the Euthyroid Patient. 
E. Corday, H. Gold and H. L. Jaffe. Circulation 
17:900-906 (May) 1958 [New York]. 


Twenty-five euthyroid patients with recurrent 
paroxysmal supraventricular tachycardia, which was 
resistant to prophylactic treatment with quinidine 
and procainamide (Pronestyl) hydrochloride, were 
treated with radioactive iodine (I**’). Twenty-two 
of these patients had arteriosclerotic heart disease, 
and 3 had rheumatic heart disease. Doses of 6 mc. 
of I** were given orally at weekly intervals until 
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the patient had received a total dose of 25 to 30 
me. It usually took 2 to 3 months after treatment 
for the radioactive iodine to reach maximum hypo- 
metabolic levels. Twenty of the 25 patients ob- 
tained good results with no recurrences, or very 
few paroxysms, of tachycardia after the period of 
treatment. In 3 patients the results were considered 
fair; there were no, or very few, paroxysms for 12 
months after the period of treatment, and after that 
time there were occasional recurrences. The treat- 
ment failed in the remaining 2 patients, both of 
whom were psychotic. 

The production of a relative degree of hypothy- 
roidism appears to be necessary in order to abolish 
attacks of supraventricular tachycardia in pre- 
viously euthyroid patients resistant to other forms 
of treatment. The mechanism by which such attacks 
are prevented by suppressing thyroid function is 
not clear and requires further studies. Myxedema 
occurred in 4 of the 25 patients after I'*’ therapy. 
This was corrected by the administration of thyroid 
in doses varying from 6 to 45 mg. per day. All the 
patients were comfortable and had few or no com- 
plaints as a result of the reduced thyroid function. 
It seems clear that the administration of I'*’ is a 
simple, convenient, and relatively safe method for 
producing hypothyroidism and preventing supra- 
ventricular cardiac arrhythmias. 


Staphylococcal Pneumonia: A Review of 21 Cases 
in Adults. A. M. Fisher, R. W. Trever, J. A. Curtin 
and others. New England J. Med. 258:919-928 
(May 8) 1958 [Boston]. 


During the period from 1942 through 1956 
staphylococcic pneumonia was observed at the 
Johns Hopkins Hospital in 18 adults. The increasing 
incidence of this type of pneumonia is demonstrated 
by the fact that only 4 of the cases occurred during 
the first 8 years, and the other 14 in the remaining 
7 years of the period. Three patients with staphy- 
lococcic pneumonia observed during the last 3 
years at another hospital are added, making a total 
of 21 cases analyzed. The clinical courses of 5 of 
these patients presented features of unusual interest 
and are described in detail. Fourteen of the total 
group were males, and 7 were females. The age 
range was 15 to 81, with an average of 52 years. 
Fourteen of the patients died—a mortality of 67%. 
In 14 of the patients the infection apparently had 
its origin in the lungs, but in 7 there was a staphy- 
lococcic infection elsewhere that may have served 
as the focus from which the infection spread to the 
lungs. In 3 patients the skin was apparently the 
portal of entry; other conditions responsible for 
secondary cases were a peritonsillar abscess, a 
bronchopleural fistula, and a septic abortion. In 
the last patient the pulmonary findings dominated 
the clinical picture. Eight patients had had ante- 
cedent antibiotic therapy, and 2.received cortico- 
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steroids in addition. The antibiotics employed were 
penicillin, streptomycin, and the tetracyclines, used 
as nonspecific “prophylactic” measures in 5 patients 
and instituted for the treatment of a known infec- 
tion in the other 3. Six of these 8 patients died. 
Eighteen patients received some type of antibiotic 
therapy for the staphylococcic infection; 16 were 
given penicillin, which was combined with other 
antibiotics in 12 cases. The recovery rate in this 
group was 7 out of 16. 

Eleven of the 14 patients who died had serious 
debilitating diseases that played a_ predominant 
part in the outcome, although all deaths were 
directly due to the staphylococcic infection. Two 
patients had fulminating pneumonia, leading to 
death within 3 days. In 2 cases the clinical picture 
suggested that the staphylococcic pneumonia oc- 
curred secondary to influenza, but there was no 
other evidence to substantiate that diagnosis. The 
cases of staphylococcic pneumonia appeared as 
isolated ones at times when no outbreaks of in- 
fluenza had been recognized. However, when cases 
of staphylococcic pneumonia are encountered, con- 
comitant influenza should be suspected. 

The authors conclude that infections due to drug- 
resistant staphylococci represent the most serious 
hazard. There is no evidence that “prophylactic” 
antibiotic therapy is of any value, and there is at 
least suggestive evidence that the employment of 
antibiotics in this fashion may be deleterious. The 
fulminating staphylococcic infections provide the 
most serious challenge. The characteristics of such 
a rapidly fatal state suggest that elaboration of 1 or 
more bacterial toxins may be responsible for the 
severe prostration and rapid termination. The in- 
creased prevalence of staphylococcic pneumonia in 
adults can be partly accounted for by infections 
that occur in patients after admission for some 
unrelated serious malady. 


Amelioration of Diabetes Mellitus by an Insulinoma. 
R. D. Gittler, G. Zucker, R. Eisinger and N. Stoller. 
New England J. Med. 258:932-935 (May 8) 1958 
[Boston]. 


The occurrence of a functioning islet-cell tumor 
of the pancreas in a patient with diabetes mellitus 
is an exceedingly rare phenomenon. The authors 
recently observed a patient who experienced a 
gradual amelioration of diabetes over a period of 9 
years, which finally culminated in frank episodes of 
spontaneous hypoglycemia. Laparotomy revealed 
a large islet-cell tumor of the pancreas. Excision of 
the neoplasm afforded complete relief of the hypo- 
glycemia and reemergence of the diabetic state. 
The preoperative diagnosis of an insulinoma was 
complicated by coexistence of diffuse liver disease. 
The patient died 24 days after the operation from 


a massive intra-abdominal hemorrhage. Postmorten | 


_.....$tudy.showed. the immediate cause of death to have 
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been erosion of a ligature surrounding a splenic 
vessel. The remaining pancreatic tissue was normal. 
The liver was cirrhotic. 


Response of Serum Lipids and Lipoproteins of Man 
to Beta-Sitosterol and Safflower Oil: A Long-Term 
Study. J. W. Farquhar and M. Sokolow. Circulation 
17:890-899 (May) 1958 [New York]. 


A 7-phase study of the comparative effects on 
serum lipid levels of the single and the combined 
administration of plant sterols (beta-sitosterol) and 
a highly unsaturated vegetable oil (safflower oil) 
was carried out for 35 to 54 weeks in 15 ambulatory 
nondiabetic persons, between the ages of 36 and 
63 years. There were 14 men and 1 woman, 13 of 
whom had either arteriosclerotic heart disease or 
arteriosclerosis obliterans, 1 had no apparent dis- 
ease, and 1 had mild hypertension. The study was 
divided into 4 control periods (phases 1, 3, 5, and 
7), of about 6 weeks each, alternated with 3 test 
periods (phases 2, 4, and 6), averaging 8 weeks in 
duration. The persons studied were given in random 
sequence 18 Gm. of beta-sitosterol per day in con- 
junction with the control diet which contained 39% 
of calories derived from animal or hydrogenated 
vegetable fat; 81 Gm. of safflower oil per day as 
31% of total calories in equicaloric substitution for 
anima! and hydrogenated vegetable fat of the con- 
trol diet; and a combination of the 2. Placebos were 
administered during the control period that pre- 
ceded and followed each test period. The serum 
lipid levels were determined weekly. 

A rapid and sustained fall in beta-lipoprotein 
cholesterol (BLPC) level, total lipid level, and 
phospholipid level occurred during each of the 3 
test periods. The average fall in BLPC level after 
ingestion of the test agents was as follows: after 
ingestion of sitosterol alone, 22%; after ingestion 
of safflower oil alone, 22%; after ingestion of the 
2 combined, 34%. Average body weights were con- 
stant during the study, and the average serum 
cholesterol concentrations were closely similar dur- 
ing the 4 control periods. The uniformity of the 
response of the serum lipid level to the test agents, 
coupled with the stability of average body weights 
and control BLPC concentrations, indicates that 
confidence can be placed in the results of long-term 
dietary studies in which nonformula diets are used 
in well-instructed ambulatory patients. 

The tall and subsequent rise in the BLPC level 
were more rapid with sitosterol than with saflower 
oil, suggesting that the 2 agents have different 
mechanisms of action. The 55% greater fall in the 
BLPC level after ingestion of sitosterol and _saf- 
flower oil combined indicates that the action of 
safflower oil is not likely to be the result of the 
small amount of sitosterol it contains. Investigation 
of the effects of ingestion of pure fatty acids to 


_ which varying amounts of sitosterol can be added 
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might aid in clarifying the role of sitosterol in the 
action of vegetable oils. Since no significant changes 
in the alpha-lipoprotein cholesterol and triglyceride 
concentrations were observed during the study, it 
was concluded that the S; 0-10 fraction of the serum 
beta-lipoproteins was primarily affected by the test 
agents. 


Bornholm Disease in an Adelaide Suburban Area. 
L. Kaupmees and R. A. A. Pellew. M. J. Australia 
1:517-518 (April 19) 1958 [Sydney]. 


Kaupmees and Pellew describe an outbreak of 
Bornholm disease in a suburb of Adelaide. This 
disease is also known as epidemic pleurodynia or 
as epidemic myalgia. Twenty-three patients with 
this disorder were observed in a new housing area. 
All the patients lived in homes surrounding 2 
shopping areas. The outbreak was definitely local- 
ized, as no cases occurred in the zone immediately 
surrounding the area. Intense headache, usually of 
a bursting nature, and occipital or frontal or both, 
was one of the outstanding symptoms. Other symp- 
toms were low-grade fever, stiffness in the back of 
the neck, and muscle pain along the attachment of 
the diaphragm, the upper part of the trapezius, 
and, peculiarly, a triangle area in the quadriceps 
femoris in the front of the thigh. All the patients 
complained of pain in the orbit when the eyes were 
moved from side to side. Nausea, vomiting, and 
constipation were common, and vertigo occurred 
in every case. There were no physical signs of note, 
except tenderness under both costal margins and 
neck stiffness. A pleural friction rub was not dis- 
covered in any case. 

Treatment consisted of bed rest and symptomatic 
measures. The patients obtained great relief from 
the unpleasant vertigo when given Dramamine de- 
rivatives, often combined with pyridoxine. The 
tranquilizing drugs relieved the depression. The 
treatment of the patients with short-lived illness 
was simple, but those with sustained pyrexia pre- 
sented a greater problem. Intravenous injections of 
arsenic were tried with good effect in 1 patient, but 
the disease process may well have burned itself out 
without the use of arsenic. Ten patients were ob- 
served later, and no residual muscle weakness was 
detected. 


Epidemiological and Laboratory Investigations on 
Bornholm Disease in Adelaide, 1957. A. E. Dux- 
bury and P. Warner. M. J. Australia 1:518-523 
(April 19) 1958 [Sydney]. 


This report is concerned with certain epidemio- 
logic observations made on the patients whom 
Kaupmees and Pellew described in the preceding 
paper, but since it has been shown that certain 
members of the Coxsackie viruses, group B, are 
associated with Bornholm disease and with a pro- 
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portion of cases of aseptic or benign meningitis, 
Duxbury and Warner traced 30 additional cases of 
epidemic myalgia and 2 of benign meningitis 
which were attributed to a Coxsackie virus. The 
first point of epidemiologic interest that arose from 
the investigations was that Bornholm disease was 
not confined to the circumscribed area described 
by Kaupmees and Pellew, but that cases occurred 
in most geographical sections of metropolitan 
Adelaide, although there may have been a concen- 
tration of patients in a new housing area. There 
was a preponderance of women, and most of the 
patients were aged from 20 to 54 years. The out- 
break was spread out over the whole year. 

A Coxsackie virus, group B, type 2, was isolated 
from 1 patient, in whose serum a rising titer of 
antibodies against the virus was demonstrated. This 
established for the first time an association between 
Coxsackie B-2 virus and Bornholm disease. Two 
viruses isolated from the patients with aseptic 
meningitis were almost certainly identified with 
the B-2 strain obtained from the patient with Born- 
holm disease. Among the serums of 24 patients with 
Bornholm disease, 13 had neutralizing activity 
against the isolated virus. Except in serum from the 
above-mentioned patient, no rising titers of anti- 
bodies could be demonstrated. In addition to the 
successful isolations, unsuccessful attempts were 
made to isolate viruses from 21 patients and 8 
family contacts of patients. The failure to isolate 
viruses and to demonstrate rising antibody titers is 
discussed, and it is thought that, in spite of this, it is 
possible that the whole outbreak may be attributed 
to the Coxsackie B-2 virus. 


Some Remarks on Prognosis of Tetanus. H. Imdahl 
and U. Gott. Arch. klin. Chir. 288:162-170 (No. 2) 
1958 (In German) [Berlin]. 


The authors report on 43 patients with tetanus 
who were admitted to the surgical clinic in Bonn, 
Germany, during the last 30 years; of these, 29 died. 
The observations made on these patients convinced 
the authors that 3 types of the course of the disease 
must be distinguished. Patients with the mild type 
show only locally limited manifestations (trismus, 
opisthotonos, risus sardonicus, and local muscle 
rigidity). Patients with the moderately severe type 
show, in addition, single, not generalized, bouts of 
spasms or occasionally 1 generalized bout. Patients 
with the severe type show frequent generalized 
spasms in addition to the manifestations observed 
in patients with the other 2 types. From a consider- 
ation of these 3 types it appears that the length of 
the incubation period has no prognostic value, 
because neither the incubation period nor the 
initial symptoms of tetanus provide any information 
concerning the future course of the disease. The 
time which elapses between the first manifestation 
of the disease and the first occurrence of spasms is 
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called the “invasion period.” The cure rate was 
found to be 33% among the patients with an inva- 
sion period of more than 4 days, in contrast to a 
cure rate of only 9% among those with an invasion 
period of less than 4 days. Invasion periods of more 
than 4 days in length were observed in 4 patients 
with the moderately severe or the severe type of 
the course of the disease, in whom immediate com- 
bined administration of high doses of tetanus anti- 
toxin and penicillin was practiced. Since the length 
of the invasion period apparently can be influenced 
therapeutically, it seems to have more prognostic 
value than the incubation period. Immediate treat- 
ment is essential for all patients, not just for those 
with stormy initial manifestations. The prognosis is 
the more favorable the earlier high doses of tetanus 
antitoxin and antibiotics are given. The technique 
and the evaluation of the so-called preliminary 
tests, i. e., the intracutaneous test and the ophthal- 
mic reaction, are practicable and make it possible 
largely to exclude the occurrence of primary 
anaphylactic shock. The patients should be ad- 
mitted to a hospital which offers the adequate staff 
and apparatus for the most modern methods of 
treatment. 


A Clinical Test for Esophagitis. L. M. Bernstein 
and L. A. Baker. Gastroenterology 34:760-781 (May) 
1958 [Baltimore]. 


A controlled test was designed to elicit the symp- 
toms of esophagitis by continuous perfusion of the 
esophagus with 0.1 N hydrochloric acid. Criteria 
were established to differentiate esophageal from 
gastroduodenal origins of experimentally induced 
symptoms. Fifty-five subjects were studied. Results 
of the tests were related to esophagoscopic findings 
in 43 patients. A test with positive results elicited 
typical clinical symptoms in 9 of 10 patients with 
endoscopically demonstrable esophagitis, in 10 of 
12 patients with psuedoesophagitis (esophagitis by 
clinical history but without endoscopic abnormal- 
ity), and in 3 of 4 patients with esophagitis by his- 
tory who were not examined esophagoscopically. 
A negative test (failure of acid perfusion to elicit 
symptoms) was found in 20 of 21 patients with 
neither history nor endoscopic findings of esopha- 
gitis, and in all 8 patients without history of esopha- 
gitis who were not examined endoscopically. The 
test confirmed the esophageal origin of symptoms 
in patients with endoscopic evidence of esophagitis. 
It objectively demonstrated the esophageal origin 
of symptoms arising in the esophagus with normal 
endoscopic appearance and with normal roentgen- 
ologic findings. The test effectively differentiated 
esophageal from cardiac pain. 

The harmlessness of the test was demonstrated 
by (1) its failure to elicit symptoms in normal sub- 
jects, (2) the lack of esophagoscopic abnormality 
induced by the test, (3) the absence of either elec- 
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trocardiographic changes or cardiac pain in patients 
with coronary artery disease with or without angina, 
and (4) the lack of recurrence of gastrointestinal 
bleeding in patients with recent gross bleeding 
episodes. The high degree of success of this test in 
eliciting the symptoms of esophagitis, as compared 
with the ineffective or inconsistent results of pre- 
vious investigators, must be attributed to both the 
longer duration of perfusion and the greater quan- 
tity of acid used. 


Cytology in the Diagnosis of Gastric Cancer: The 
Significance of Location and Pathologic Type. 
W. O. Umiker, R. J. Bolt, A. D. Hoerzema and 
H. M. Pollard. Gastroenterology 34:859-866 (May) 
1958 [Baltimore]. 


The authors undertook this study to determine 
the significance, if any, of location and pathological 
type of gastric cancer in cytological diagnosis. The 
accuracy of cytological diagnosis of 38 gastric 
cancers by a chymotrypsin lavage technique was 
89.5% (65.8% positive, 23.7% suspicious). Negative 
smears were found in 92.3% of 78 patients who did 
not have cancer of the stomach. There were 2 
false-positive reports. Ten of 17 cancers in the distal 
portion of the stomach were detected cytologically. 
These 17 patients included 6 who had unsatisfac- 
tory specimens. The best results were obtained 
from patients with neoplasms which were located 
at the cardia or which involved a major portion of 
the stomach. Equivocal smears were found most 
frequently in ulcerating cancers, probably because 
of a barrier of necrotic cells. Polypoid and diffusely 
infiltrating neoplasms were detected with greater 
accuracy. Positive smears were found in 17 of 20 
patients with adenocarcinoma (85%), in 1 of 7 pa- 
tients with anaplastic carcinoma (14%), and in 2 of 
4 patients with lymphoblastoma (50%). The lower 
accuracy in the group of patients with anaplastic 
carcinoma was probably the result of failure to 
recognize the less conspicuous undifferentiated cells. 
There were no false-negative results in the group 
of patients with scirrhous carcinoma, but 19% of 
the medullary carcinomas were missed cytologically 
because of greater anaplasia, necrosis, and second- 
ary inflammation. Additional cytological specimens 
should be examined when the initial smears give 
equivocal or negative results. 


SURGERY 


Aortic Stenosis. P. Wood. Am. J. Cardiol. 1:553-571 
(May) 1958 [New York]. 


Observations on aortic stenosis were obtained by 
analyzing a consecutive series of 250 patients who 
were under the author's personal observation dur- 
ing the last 7 years. Patients with dominant mitral 
valve disease were excluded. The available meth- 
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ods for surgical repair of severe aortic stenosis, 
particularly of the acquired type, are far from 
ideal. The author regards valvotomy by the Brock 
technique as the most feasible at the present time. 
He describes the important physical signs and the 
electrocardiographic and x-ray findings, the changes 
in the direct brachial arteriogram and central aortic 
pressure pulse in the various grades of aortic steno- 
sis, and the modifications which occur when it is 
combined with aortic incompetence and _ mitral 
valve disease. 

The indications and contraindications for aortic 
valvotomy are discussed on the basis of these find- 
ings and of the results of valvotomy in 80 patients. 
The results obtained in these 80 patients are com- 
pared with those obtained in 64 patients treated 
medically. In the surgically treated patients the 
immediate and remote mortality was 20%, whereas 
in the medically treated patients it was well over 
30%. Good results were obtained in 54% of those 
subjected to surgery, an achievement quite impos- 
sible by medical means. The author concludes that 
patients with serious aortic stenosis who have symp- 
toms should be offered surgical treatment. However. 
valvotomy is still too hazardous to advise when it 
is most desirable (asymptomatic patients) and too 
late when surgery appears imperative (patients 
with heart failure); nevertheless, the results of 
skilled surgical treatment far outweigh anything 
that medical treatment has to offer. 


Results in the Surgical Treatment of Mitral Stenosis. 
W. L. Diveley, R. A. Daniel Jr., H. W. Scott Jr. and 
J. H. Foster. Ann. Surg. 47:614-624 (May) 1958 
[Philadelphia]. 


The ideal objective of mitral commissurotomy 
is the complete opening of the fused valve and 
mechanical separation of any fusion of the chordo- 
papillary system without producing mitral insuffi- 
ciency. With pump-oxygenators being available 
and the increased success of techniques of intra- 
cardiac surgery under direct vision, the question 
arises concerning the advisability of using these 
techniques in the correction of mitral stenosis. This 
report reviews the results which have been obtained 
by nonvisual methods of surgical treatment in 
mitral stenosis at the Vanderbilt University Hos- 
pital with the hope of formulating a rational ap- 
proach to the question of “open” surgery in this 
disease. One hundred forty-eight patients were 
subjected to operation for mitral stenosis. The 
records of clinical evaluation were available on 108 
patients, all of whom were found at operation to 
have stenosis. Varying degrees of insufficiency were 
also present in 40 patients. Twelve patients died of 
complications associated with the operation, a hos- 
pital mortality rate of 11%. Seven late deaths oc- 
curred, 2 from accidental causes in patients who 
had obtained excellent clinical improvement. Twen- 
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ty patients, including those classed as late deaths, 
either were unimproved or were worse after the 
operation. The causes of failure in the majority of 
these appeared to be associated insufficiency of the 
valve or incomplete separation of the valve leaflets 
at the time of operation. 

Other factors which prevented improvement and 
which contributed to the death of some patients 
were: (1) the presence of chronic auricular fibrilla- 
tion; (2) the presence of calcification of the valve 
leaflets or of intra-atrial thrombosis; (3) the pres- 
ence of advanced pulmonary and myocardial dam- 
age associated with mitral stenosis of long standing. 
Definite, and often marked, improvement of the 
patients’ physical status was achieved in 76, or 70%, 
of the group. It would appear that the opportunity 
for further advancement in the treatment of ac- 
quired valvular disease lies in the utilization of 
techniques which allow for the direct visual repair 
of defects and ultimately, perhaps, for the replace- 
ment of those valves which are irreparably dam- 
aged by suitable prosthetic devices. 


Hydatid Cysts of the Heart (With Reference to 
Two Cases). R. de Vernejoul, R. Poinso, A. Jouve 
and others. Presse méd. 66:697-700 (April 23) 1958 
(In French) [Paris]. 


The authors report on 2 patients, a 30-year-old 
man and a 31-year-old woman, with hydatid cysts 
of the heart, both of whom were cured by surgery. 
The onset in the first patient was characterized by 
transient attacks of fainting, pain in the chest on the 
left side, and fever. Roentgenograms made 7 vears 
earlier had revealed enlargement of the heart. The 
patient's general condition on admission to hos- 
pital was good. Laboratory findings, apart from a 
slight eosinophilia, were negative. Radiographic 
studies showed a juxtacardiac opacity on the left 
side and in front of the heart. The significant 
association which was found between the angio- 
graphic pictures and the electrocardiagraphic trac- 
ings led to the diagnosis of a voluminous tumor, 
either of the myocardium or of the epicardium on 
the left side of the heart. At operation a cyst the 
size of a large orange, with multiple irregularities, 
localized at the level of the lateral wall of the left 
ventricle, was found and excised. The patient’s 
postoperative course was uneventful, and he was 
able to return to work. Three months later both 
his general condition and the roentgenoscopic out- 
lines of the heart were excellent. 

The case of the second patient is interesting be- 
cause of the rarity with which hydatid cysts of the 
the heart occur in women. Her history, which was 
highly significant, revealed an appendectomy, per- 
formed several years before, in the course of which 
a hydatid cyst was detected in the appendicular 
region. Three years later she was operated on be- 
cause of violent abdominal pains, and a peritoneal 
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echinococcus was found. One year later the patient 
was operated on again, and the primary hydatid 
cyst in the liver, which must have been responsible 
for the infestation of the iliac cavity on the right 
side detected at the first operation, was removed. 
Five years later she was hospitalized for a severe 
cardiovascular collapse, associated with diarrhea, 
vomiting, and fever. Blood studies showed signifi- 
cant eosinophilia. Roentgenologic examination re- 
vealed slight enlargement of the left ventricle of 
the heart, and the electrocardiographic tracings 
showed coronary ischemia. Angiography revealed a 
sinuous biconcave downward curve (Canabal’s 
rounded lacuna), considered typical by South 
American authors. At operation a large cyst, the 
size of an orange, containing multiple daughter 
cysts, was found in the left ventricle and removed. 
The postoperative course of the patient was un- 
eventful, and several weeks later her heart had 
decreased distinctly in size. 

The authors emphasize the following points: (1) 
the fact that the cysts occur most frequently in the 
left ventricle, (2) the latency of the clinical symp- 
toms, and (3) the diagnostic value of angiocardi- 
ography in conjunction with electrocardiography. 
Surgery at the present time is the only effective 
treatment for hydatid cysts of the heart, and gives 
excellent results in the more common forms of the 
disease. Less common forms involving localization 
of the cyst in the atrium or the septum or still 
graver eventualities, such as intracavitary rupture, 
pose more delicate problems which may perhaps 
belong to the domain of open heart operations. 


Resection for Pulmonary Tuberculosis: A Four- 
Year Follow-up Study. D. B. Hiscoe, W. F. Thomp- 
son, T. J. Enright and H. Black. New England J. 
Med. 258:863-869 (May 1) 1958 [Boston]. 


The authors report on 80 patients, most of them 
young men, with pulmonary tuberculosis, who 
underwent unilateral pulmonary resection at a 
Veterans Administration hospital between 1949 and 
1953 and were followed postoperatively for 4 years 
or more. Sixty-two (77%) of the 80 patients had a 
positive sputum, either by culture or by smear, 
within 3 months before operation. Fifty-two pa- 
tients (65%) had received collapse therapy before 
resection, and 18 of these had undergone thoraco- 
plasties; 16 of the latter underwent resection be- 
cause of failure of thoracoplasty. Forty-two patients 
(51%) had bilateral disease. Eighteen patients 
(23%) underwent resection for what was considered 
to be relatively unstable cavitary disease. Lobec- 
tomy alone or combined with segmental resection 
was performed on 65 patients, pneumonectomy on 
5, segmental resection alone on 6, and wedge re- 
section on 4. Forty-five of the 80 resections were 
followed by thoracoplasties, 23 of which were done 
to prevent overexpansion of the remaining lung and 


not for specific complications. Chemotherapy, con- 
sisting for the most part of combined administra- 
tion of streptomycin and aminosalicylic acid, was 
used erratically, some patients receiving long and 
others short courses. Most patients were given more 
chemotherapy postoperatively than preoperatively. 

Despite unfavorable factors for elective resec- 
tion, such as positive sputum, unstable cavitary 
disease, failure of preceding thoracoplasty, and 
presence of bilateral disease in a large number of 
patients, results were satisfactory. Fifty-eight (72%) 
of the 80 patients are now well and able to work 
and have had stable roentgenographic findings 
since the operation; 41 of the 58 patients also had 
negative sputums since the operation, and all but 
3 of the remaining 17 patients had a positive spu- 
tum only once or twice postoperatively. Ten pa- 
tients (13%) are currently well and on full physical 
activity but have required definitive treatment for 
tuberculosis since the resection. Four patients (5%) 
are currently ill because of persistence of disease or 
its complications. Eight patients (10%) died. Most 
of the poor results were evident within 18 months 
after the resection. The poor results were heavily 
concentrated in the group of 62 patients who had 
a positive sputum at the time of surgical inter- 
vention. Eleven patients (14%) had postoperative 
tuberculous complications (bronchopleural fistula, 
empyema, or spread of disease), and all of them 
belonged to the group of open-positive cases. Only 
3 of the 11 patients obtained a satisfactory result. 
When the various chemotherapeutic regimens were 
compared, it appeared that those who received 
more than 30 days of preoperative chemotherapy 
had a slightly larger number of satisfactory results. 
Eighty-three per cent of those who received more 
than 180 days of total (preoperative and_ post- 
operative) chemotherapy had _ satisfactory results 
as compared with 66% of those who received less 
than 180 days of total chemotherapy. Twelve (55%) 
of the 22 patients with unsatisfactory results had 
received no chemotherapy or only insignificant 
amounts. Postoperative thoracoplastv did not ap- 
pear to alter results favorably unless done for a 
specific complication. The factors that were corre- 
lated with a good long-term result were as follows: 
unilateral disease; stable residual lesion; negative 
sputum preoperatively; preoperative chemotherapy 
for 30 days or more; total chemotherapy for 180 
days or more; and prompt conversion to negativity 
postoperatively. 


Dissecting Aneurysm of the Aorta: A New Surgical 
Problem. R. P. McGurney and T. S. Rodda. Am. 
Surgeon 24:381-384 (May) 1958 [Baltimore]. 


The authors report on 10 men and 3 women with 
dissecting aneurysm of the aorta who died at 
several hospitals in Memphis, Tenn., and on whom 
autopsies were performed. Of these, 3 were in the 
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4th decade, 7 in the 5th decade, 2 in the 6th decade, 
and 1 in the 7th decade. Ten of the patients had 
significant histories of hypertension, 1 had_pre- 
viously had a myocardial infarction, 1 had a history 
of angina pectoris, and 3 had preceding renal dis- 
ease. Twelve of the 13 patients had outstanding 
complaints of acute pain: the pain was felt in the 
chest and upper back in 7 in whom the thoracic 
aorta was the original site of dissection; in 3, the 
pain began in the epigastrium and radiated into the 
flanks; and in 2 others, the pain was first noticed 
in the lower abdomen and progressed to the lower 
extremities which had evidence of arterial occlu- 
sion. Two patients had neurological symptoms, 
manifested by a brief period of stupor and semi- 
consciousness in 1 and a brief convulsion in the 
other. Two patients had severe headache, and 2 
others had dyspnea. On admission to hospital, 4 
patients had signs of shock; 5, apical systolic mur- 
murs; 3, pulmonary rales; 3, abdominal tenderness; 
and 2, absent pulses in the lower extremities. The 
time interval between the onset of a significant 
disturbance and death varied from 12 hours to more 
than 1 week. The primary cause of death in all the 
patients was dissecting aneurysm, with cardiac 
tamponade in 3, hemorrhage and shock in 9, and 
apparently congestive failure in 1. 

Of prime importance to one who would recog- 
nize and surgically treat dissecting aneurysm is the 
gross appearance of the lesion. This was described 
as hemorrhagic and markedly distended in 5 pa- 
tients; the aorta measured 8 cm. in diameter in 1 
patient. In those in whom rupture had occurred, a 
large blood clot was present in the aortic area. In 
6 patients the extent of aortic dissection was from 
the aortic valve to the aortic bifurcation; in 4 the 
dissection involved the arch of the aorta from the 
valve to the upper thoracic aorta; and in 3 patients 
it primarily extended from the left subclavian area 
to the aortic bifurcation. An intimal split was noted 
just above the aortic valve or in the arch area 
in 10 patients, and just distal to the left sub- 
clavian artery in the remaining 3. Rupture of the 
aorta occurred in 9 patients. Microscopic examina- 
tion revealed evidence of so-called idiopathic 
medionecrosis in 12 of the 13 patients. Significant 
associated pathological lesions consisted of arterio- 
sclerosis in coronary and other vessels in 8 patients, 
pulmonary tuberculosis in 1, pulmonary infarction 
in 1, and cardiac enlargement with hypertrophy 
in 11. 

From the small number of patients with dissect- 
ing aneurysm of the aorta who underwent surgical 
treatment and whose cases were collected from 
the literature, one can readily discern that this 
method of treatment is not only a new one but one 
which has not been fully developed. Yet the suc- 
cesses already achieved indicate that it is a tre- 
mendous improvement over the watch-and-wait- 
and-hope methods which result in death in 90% 
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of such patients. With the advent of successful 
surgical treatment, it behooves both surgeon and 
internist to improve their diagnostic discrimination 
in regard to this condition. One should consider 
dissecting aneurysm in any patient with severe 
chest, back, or abdominal pain. Methodical study 
with proper use of laboratory aids should enable 
one to make the correct diagnosis in 80 to 90% of 
the patients. Dissecting aneurysm is a_ surgical 
emergency, and the thoracic surgeon should lose no 
time in carrying out treatment. 


Surgical Correction of Atrial Septal Defects Under 
Control of Vision, by Use of a New Artificial 
Heart-Lung Apparatus: Results in Six Cases. H. J. 
Felipozzi, L. Gomes D’Oliveira, S$. Paladino and 
others. Rev. paulista med. 52:157-168 (March) 1958 
(In Portuguese) [Sao Paulo, Brazil]. 


Congenital atrial septal defects require early 
surgical correction before the appearance of symp- 
toms indicating stasis in pulmonary circulation and 
overloading of the right side of the heart. Surgical 
closure of the septal gap must be made under direct 
visual control in an empty heart. American and 
European cardiologists in specialized hospitals use 
the artificial heart-lung machine as a temporary 
substitute for cardiopulmonary functions during 
intracardial surgery on an empty heart. The authors 
describe a new artificial heart-lung machine which 
permits extracorporeal circulation with a_physi- 
ological output. The apparatus is depicted in illus- 
trations, and its functioning is shown by means of 
a schematic drawing. It consists of (1) an oxygenator 
of the rotating disk type, (2) a pump of the De 
Bakey type for propulsion of oxygenated blood in 
a continuous flow, and (3) a system for reutilizing 
intracardiac blood, consisting of a pump for aspira- 
tion of blood from the venous sinus and its reunion 
with the systemic circulation through the oxygen- 
ator. The new heart-lung machine described by the 
authors was used for the correction of atrial septal 
defect in 6 patients, between the ages of 13 and 18 
years. Complete correction of the septal defect 
under direct visual control of the gap was obtained. 
The apparatus devised by the authors has the fol- 
lowing advantages: 1. It permits the use of a physi- 
ological, individual flow per minute. This is 
obtained by letting all the caval blood flow by 
gravity, instead of calculating previously the 
amount of blood which should be sent to the 
systemic circulation. 2. The oxygenator can oxygen- 
ate a large blood flow per minute without any 
trauma to the blood cells or any important meta- 
bolic change. 3. The machine can be used as long 
as necessary to repair the defect; it has been em- 
ployed in experimental surgery for more than an 
hour without significant blood or metabolic changes. 
4. The new system is a small manageable unit. It 
may be used to expose the interior of an empty 
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heart for as long as necessary for the correction of 
the most complicated septal defects, including 
additional unsuspected defects found at surgery. 
The authors advise the use of the heart-lung ma- 
chine for correction of all atrial septal defects. 
They emphasize the necessity of a well-trained 
team to carry out the multiple details involved in 
open heart surgery with the heart-lung machine. 


Spontaneous Rupture of the Esophagus. J. W. Pate, 
F. A. Hughes and T. B. Patton. Am. Surgeon 24: 
385-394 (May) 1958 [Baltimore]. 


The authors report on 7 men, between the ages 
of 40 and 62 years, with spontaneous rupture of the 
esophagus, who did not have the benefit of early 
surgical intervention. The history and the results 
of the physical examination were atypical, with 
pain present in only 2 patients, and vomiting related 
to onset in only 2 patients. Shock was absent in 3 
patients and occurred only 8 to 10 hours after onset 
in 3 other patients. Cyanosis was marked in only 
2 patients, in contrast to its presence in 60% of the 
patients whose cases were collected from the litera- 
ture. Slight-to-moderate epigastric tenderness was 
present in all but 1 patient, and dyspnea was pres- 
ent in all. An erroneous diagnosis was made initially 
in all the patients, and 5 of them died. A conserva- 
tive approach was used in the 2 surviving patients. 
Levin tubes were inserted to prevent further 
contamination; oral intake was stopped, and intra- 
venously administered fluids were given. Broad- 
spectrum antibiotics were administered, and 
empyema pockets and suppurative mediastinitis 
were drained. The patients responded to this type 
of conservative therapy. However, after an initial 
improvement, a plateau was reached when closure 
of the perforation was indicated before any further 
improvement was likely. A standard posterolateral 
thoracotomy incision was used for resecting a lower 
rib. The mediastinal pleura was widely incised and 
the esophageal defect closed with 2 layers of non- 
absorbable suture. Large tubes were placed in the 
apex and the base of the chest and connected to 
underwater drainage. The wound was closed with 
anatomic layers, leaving the mediastinum open. 
Suppurative pericarditis occurred as a late com- 
plication in 1 patient and was treated in the usual 
manner. 

The prognosis of spontaneous rupture of the 
esophagus is extremely poor. An immediate diag- 
nosis is necessary to save the patient’s life. If 
examination has shown abnormal chest findings, the 
patient may be given 20 cc. of iodized oil to swallow 
just before the emergency chest roentgenogram is 
made. This procedure will usually allow a definite 
diagnosis. In the patient in whom there is obvious 
pleural effusion, particularly with respiratory em- 
barrassment, it may be desirable to do a thora- 
centesis even before a chest roentgenogram is made. 
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In this event, and in those patients who already 
have intercostal tube drainage, a small amount of 
methylene blue may be given by mouth and 
promptly recovered from the chest fluid. Another 
simple ward test includes testing of the fluid by 
litmus paper to be sure of its gastric origin. All 3 
of these elementary, rapid, and easy procedures 
should be used, because the defect may sometimes 
not be visualized on a single exposure with a 
Lipiodol swallow and the dye may not immediately 
appear in a long-standing case with loculated 
empyema pockets, as happened in 1 of the 2 sur- 
viving patients. Early and bold surgical treatment 
can bring the mortality rate down to a respectable 
level. If the patient has survived several days when 
he is first seen, surgery is probably best delayed. 
The good results which may follow a conservative 
approach are not usually appreciated. 


Cystic Duct Remnant: A Cause of Biliary Distress 
Following Incomplete Cholecystectomy. T. K. I. 
Larmi and G. Flock. Acta chir. scandinav. 114:361- 
378 (No. 5) 1958 (In English) [Stockholm]. 


The authors report on 13 women, between the 
ages of 19 and 63 years, who had undergone chole- 
cystectomy and in whom acute upper abdominal 
pain, similar to that experienced before cholecys- 
tectomy, was caused by the ingestion of fat-fried 
food and in some also by eggs, apples, or spices. 
The pain was aggravated by work in 5 patients and 
by bending forward in 3. Four patients reported a 
direct continuation of their preoperative distress. 
The other patients had a pain-free interval varying 
from 1 month to 18 years. In addition to this pain, 
all patients complained of occasional sensations of 
fulness, frequent nausea, and occasional vomiting 
and meteorism. Five patients were constipated. 
Transitory jaundice was present in 6 patients. 
Peroral cholecystography was performed on 4 pa- 
tients, but the bile ducts were not visualized in any 
of these patients. Intravenous cholecystography 
was performed on 9 patients, and in 6 of these an 
enlarged cystic duct remnant was visualized. Two 
radiopaque areas were also seen in 1 of these 
remnants, which later were found to be stones. 

The patients were reoperated on and a cystic 
duct remnant was found in 11 patients, and rem- 
nants consisting of the cystic duct and a small por- 
tion of the neck of the gallbladder in 2. In 9 patients, 
the remnant of the cystic duct had been inserted 
into the lateral aspect of the bile ducts. The cystic 
duct remnants were removed by reoperation. After 
that, 11 patients were asymptomatic, 2 had occa- 
sional mild pain and vomiting, and 1 was still in the 
hospital. Two hundred forty-one cases in which 
postcholecystectomy distress was ascribed to a 
cystic duct remnant were collected from the litera- 
ture. Stones were present in the common bile duct 
in 25 to 33% of these cases, but they were not ob- 
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served in any of the 13 patients in this series. Stones 
were found, however, in the cystic duct remnants 
of 2 of the 13 patients and in those of 43 patients 
whose cases were collected from the literature. A 
cystic duct remnant should be considered 1 of the 
factors causing distress after cholecystectomy. Sur- 
gical removal of the stump is necessary. At cho- 
lecystectomy, care should be taken not to leave a 
cystic duct remnant. 


Cushing’s Syndrome in an 18-Month-Old Girl. 
H. Krauss and H. Krainick. German M. Month. 
3:107-109 (April) 1958 (In English) [Stuttgart, Ger- 
many]. 


The authors report on an 18-month-old girl with 
Cushing’s syndrome, who was admitted to the 
department of pediatrics of the University of Frei- 
burg, Germany, because of increasing obesity. 
Moderately severe virilism was apparent. There 
was some pubic hair growth, as well as a clitoris, 
the size of a bean. Hypertrichosis was marked. The 

(17-ketosteroid level in the urine was 6 to 8 times 
that of normal and reflected clinical virilism. In 
contrast to findings in patients with pure Cushing's 
syndrome, the increase in height, as weli as bone 
and tooth development, was normal and probably 
due to the catabolic growth-accelerating proper- 
ties of androgens; malformation of the vertebrae 
was also lacking. The blood picture was character- 
istic, with polycythemia, leukocytosis, and lympho- 
penia. There was no marked eosinopenia, the 
initial level, before the performance of the corti- 
cotropin test, being 250 eosinophils per cubic 
millimeter. These unusual findings could not be 
explained. In addition, there was marked hyper- 
tension with a blood pressure of 165/115 mm. Hg. 
The urinary corticoids were increased _ typically 
4-fold to 8-fold. Equally characteristic was the 
marked lowering of the carbohydrate tolerance as 
revealed by a glucose tolerance test. Mixed forms 
of Cushing’s syndrome, combined with adrenogeni- 
tal syndrome, are observed frequently in childhood. 

Tomography after retroperitoneal air insufflation 
showed a round shadow, 3 cm. in diameter, in the 
region of the right adrenal. After the usual pre- 
operative preparation with corticotropin, cortisone, 
and desoxycorticosterone, the patient was operated 
on; after section of the 12th right rib and opening 
of the perirenal capsule, a smooth-walled tumor, 
4 by 3.5 by 3.5 cm., apparently part of the adrenal, 
was removed. This tumor was completely sur- 
rounded by a tough capsule and was found to be 
an adenoma. The infant survived the operation 
well. However, there was no postoperative drop in 
the blood pressure, which remained high for 5 
weeks after resection of the tumor and rose to the 
extreme values of 240/160 mm. Hg on the second 
postoperative day; eventually it was restored to 
normal. In the 6th week after the operation bilateral 
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papilledema and definite widening of the suture 
lines were observed; these changes were not pres- 
ent before the operation. The papilledema resolved 
within several weeks and the suture lines closed. 
There was marked loss of weight, and normal body 
proportions developed; but despite the compara- 
tively rapid disappearance of Cushing’s syndrome, 
there was no immediate change in the adrenogenital 
syndrome. Not until 21 months after removal of the 
adrenal tumor, was the growth of pubic hair ob- 
served to have disappeared almost entirely; the 
hypertrophy of the clitoris remained, however. 

The patient was followed up to the age of 5% 
years. She developed into an entirely healthy child, 
but the hypertrophy of the clitoris was still present 
in the absence of pubic hair. The patient is one of 
the few with Cushing’s syndrome in early child- 
hood who have been cured by removal of an ad- 
renal tumor. It has not been possible to explain the 
marked postoperative increase in the blood pressure 
and the occurrence of bilateral papilledema and 
separation of the suture lines. Initial suspicion of 
concurrent pheochromocytoma was disproved by 
the benign course, as well as the absence of vaso- 
pressor substances in the urine. It is not impossible 
that accessory adrenal tissue was stimulated at the 
operation and led to a transient release of gluco- 
corticoids. Cortisone overproduction can lead to 
the formation of hepatorenal vasopressor substances 
that may be responsible for the hypertension asso- 
ciated with Cushing’s syndrome. The papilledema 
and separation of the suture lines might be ex- 
plained by the same hypothesis. 


Total Gastrectomy: Mortality and Survival. O. A. 
Fly Jr., J. T. Priestley, M. W. Comfort and R. P. 
Gage. Ann. Surg. 47:760-770 (May) 1958 [Phila- 
delphia]. 


This study is based on 350 patients on whom total 
gastrectomy was performed during the years from 
1917 through 1954. Most of these patients had 
gastric neoplasms, but a few had benign lesions. 
In this series of patients total gastrectomy was not 
employed as a routine procedure for a malignant 
lesion; it was performed for a malignant gastric 
lesion only when all involved tissue could not be 
removed by subtotal gastrectomy. During the last 
15 vears total gastrectomy has been used in approx- 
imately 18 to 20% of all patients who had gastric 
resection performed for cancer. Subtotal gastrec- 
tomy has been employed in the remainder. A ma- 
jority of the 350 patients also had the spleen and 
omentum removed. The tail of the pancreas was 
removed only when neoplastic involvement was 
apparent in this region. Many patients had addi- 
tional structures removed, such as portions of the 
diaphragm and colon and the left lobe of the liver 
when the malignant process extended to these 
regions. The ratio of males to females was approxi- 
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mately 2.5:1, and the average age of all patients 
was slightly more than 56 years, being identical 
for males and females. 

Adenocarcinoma was the diagnosis in 85%, sar- 
coma in 5%, and benign ulcer in about 10%. Al- 
though the operative mortality rate associated with 
total gastrectomy has been reduced over the years, 
it has remained at 14 to 15% during the past decade, 
a percentage which is distinctly higher than that 
for partial gastrectomy. Leakage of the esophago- 
intestinal anastomosis was the most frequent known 
cause of death. End-to-side esophagojejunal anasto- 
mosis between the jejunal limbs was used most 
frequently in restoration of gastrointestinal conti- 
nuity. Seventeen per cent of the patients who had 
total gastrectomy performed for carcinoma sur- 
vived 3 years postoperatively, 12% survived 5 
years, 8.8% survived 10 years or longer. Slightly 
more than two-thirds of the patients who survived 
total gastrectomy for an appreciable period con- 
sidered their health to be good. 


Arteriovenous Fistula Involving the Abdominal 
Aorta: Report of Four Cases with Successful Re- 
pair. M. E. DeBakey, D. A. Cooley, G. C. Morris 
Jr. and H. Collins. Ann. Surg. 47:646-658 (May) 1958 
[Philadelphia]. 


The fact that among 460 patients with aneurysms 
of the abdominal aorta treated by resection there 
were only 4 with aorta-vena caval fistula illustrates 
the relative infrequency of this fistula. In 3 of these 
patients the lesion was due to trauma and in 1 to a 
ruptured aneurysm. This latter patient was the 
only 1 in whom rupture occurred into the vena cava 
among the 44 patients with ruptured aneurysms in 
this series. The gravity of the arteriovenous fistula, 
involving the abdominal aorta and the _ inferior 
vena cava, lies in the hemodynamic disturbances 
produced by the fistula; the most important dis- 
turbances are those affecting the heart and result- 
ing in cardiac enlargement and ultimately in high 
cardiac output failure. Accordingly, the primary 
objective of treatment is closure of the fistula, 
thereby arresting the hemodynamic disturbances 
and relieving the heart of its extra burden. A sec- 
ondary objective is restoration of normal vascular 
continuity. Only in recent years has it been possible 
to attain both of these surgical objectives. 

The authors present their experiences with the 4 
patients, each of whom required a somewhat dif- 
ferent method of repair to achieve both objectives. 
Analysis of these 4 cases, along with those pre- 
viously reported in which surgical treatment was 
instituted, reveals that a majority of the cases were 
of traumatic origin and most of them occurred as 
a result of injury produced during previous opera- 
tion for herniated intervertebral disk. Observations 
support the following conclusions: 1. Because 
closure of the fistula is the only means of correcting 
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or preventing serious cardiac disturbances, immedi- 
ate operative treatment should be instituted in all 
such cases. 2. A method of repair designed to 
restore normal vascular continuity, in addition to 
closure of the fistula, is highly desirable and should 
be possible in most, if not all, cases. 


The Left Hepatic Duct and Its Usefulness in Re- 
pair of Damage to the Common Bile Duct. O. Hul- 
tén. Acta chir. scandinav. 114:355-360 (No. 5) 1958 
(In English) [Stockholm]. 


The author used the left hepatic duct for plastic 
operations performed on 6 patients who were ad- 
mitted to the surgical department of the University 
Hospital in Uppsala, Sweden, for repair of damage 
to the common bile duct; they had sustained their 
bile duct injuries in other hospitals where different 
kinds of plastic repairs had been tried. The patients 
had been ill with serious liver damage, and 1 pa- 
tient had cholangitis with high fever and a severe 
infection. While the right hepatic duct appears on 
the cholangiogram as a direct continuation of the 
common bile duct and goes from the porta of the 
liver into the liver, the central part of the left 
hepatic duct lies free outside the liver or is covered 
only by thin parenchyma, so that one can dissect it 
and use it for a broad anastomosis with the jejunum 
in difficult cases of injury to the common bile duct 
in which nothing remains of the common hepatic 
duct. This technique was used by the author in 
these patients. 

The course of healing was satisfactory, although 
occasionally bile flowed from the wound for a short 
time. The initial results thus have been good, but 
because of the comparatively short time which has 
passed since the operation, it is still too early for 
an evaluation of long-term results. The serious liver 
injuries found at operation heal slowly, even if 
bile flow to the intestine proceeds without hin- 
drance. Autopsy performed on 1 patient, who died 
in hepatic coma, revealed multiple abscesses in 
the liver despite a well-functioning anastomosis. 
After-treatment of long duration is necessary, and 
the prognosis must be made with caution even if 
the operation itself is successful. Early operation is 
essential. The chronic and perpetually exacerbating 
cholangitis will otherwise lead to irreparable liver 
damage. If the right and left hepatic ducts run 
parallel for a long stretch, they can be damaged in 
such a way that one has 2 openings to provide for, 
which is an extremely difficult situation, but luckily 
this anatomic variation is rarely seen. 


Albamycin in the Treatment of Surgical Infections. 
D. B. Nunn and E. F. Parker. Am. Surgeon 24:361- 
363 (May) 1958 [Baltimore]. 


Novobiocin (Albamycin), a relatively new anti- 
biotic produced by Streptomyces niveus, was used 
_in the treatment of 36 patients with infections ob- 
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served on the general surgical service of the Medical 
Center Hospitals in Charleston, S$. C. Four addi- 
tional patients were given novobiocin prophylac- 
tically during the postoperative period. Of the 40 
patients, 31 were given the drug orally, 1 received 
it intra-muscularly, and 8 were treated both orally 
and intravenously. In most patients, the oral dose 
was 250 mg. every 6 hours and the parenteral dose 
was 500 mg. every 12 hours. Cultures were obtained 
from 28 of the 36 patients with infections, and in vitro 
sensitivity tests were performed in all but 2 patients. 
Marked improvement occurred in 26 patients with 
gram-positive coccic infections; it was thought to 
be definitely related to the use of novobiocin. Im- 
provement in 4 additional patients was believed to 
be due primarily to local treatment by incision and 
drainage, warm sodium chloride soaks, and me- 
chanical débridement, rather than to the effects of 
the antibiotic. Six patients failed to improve after 
treatment with novobiocin. No evidence of infec- 
tion occurred in the 4 patients in whom novobiocin 
was used prophylactically in the postoperative 
period. A skin rash, pruritus, and mild diarrhea 
were the side-effects which were observed in 6 
patients. All side-effects disappeared within 2 or 3 
days after discontinuation of the treatment. In 
vitro sensitivity tests performed on organisms iso- 
lated from the patients showed that novobiocin is 
effective in vitro against gram-positive cocci but 
has no significant influence on Proteus organisms. 
It would seem preferable to reserve the use of 
novobiocin for gram-positive coccic infections, in 
particular those due to staphylococcic organisms 
resistant to other antibiotics. 


GYNECOLOGY & OBSTETRICS 


Carcinoma in Situ of the Endometrium. J. I. Brewer. 
South. M. J. 51:554-560 (May) 1958 [Birmingham, 
Ala.]. 


Histologically, there is great similarity between 
those lesions in the endometrium and the adenom- 
atous polyps of the colon and rectum which are 
variously designated as atypical epithelial hyper- 
plasia and carcinoma in situ. Similarly, pathologists 
and clinicians vary in their opinions as to which 
lesion is atypical epithelial hyperplasia, which is 
carcinoma in situ, and which is actually carcinoma. 
Also, they differ in their opinions of the preferred 
method of treatment. At some stage in the develop- 
ment of adenocarcinoma there must be a stage 
which correctly can be termed carcinoma in situ. 
The author believes that the histological criteria 
for the diagnosis of carcinoma in situ elaborated 
by Hertig, Sommers, and Bengloff (an abstract of 
their paper appeared in THE JourNAL 143:137 [May 
6] 1950) are appropriate and correct. Hysterectomy 
is the procedure of choice but should be performed 
only under certain circumstances and with definite 
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indications. In women aged less than 40 years, for 
whom it is urgent to preserve the uterus, curettage 
would suffice, provided that a second curettage 
would be performed electively 3 months later to 
determine whether the lesion has persisted or re- 
curred. Follow-up examinations must be conducted 
for a long period of time, since it may be many 
vears before invasive carcinoma develops. 


Artificially Induced Female Pseudohermaphrodit- 
ism. G. Nellhaus. New England J. Med. 258:935- 
938 (May 8) 1958 [Boston]. 


The case presented concerned an infant who was 
born at term of a 28-year-old gravida 4 who had a 6- 
year-old living normal daughter. A second daughter 
had died of pneumonia at 3 months of age, and the 
third pregnancy had terminated in a miscarriage in 
the latter part of the first trimester. To prevent an- 
other miscarriage, the mother was given tablets con- 
taining 0.04 mg. of ethinyl estradiol and 10 mg. of 
methyltestosterone. From the time of her first missed 
menstrual period for 100 days, when deepening of 
her voice caused the therapy to be discontinued, 
she took a tablet twice daily, or a total of 8 mg. of 
ethinyl estradiol and 2 Gm. of methyltestosterone. 
Labor was induced 1 day after the expected date of 
confinement. The parents were first told that they 
had a son with cryptorchism, hypoplastic penis, and 
hypospadias. Examination when the child was 7 
days old disclosed that the labia majora were 
moderately enlarged, slightly corrugated and fused, 
but contained no palpable testicular tissue. There 
was a phallus, approximately 1 cm. in length, with 
a single opening at its base. A vaginogram, ob- 
tained by forcing of dye into the single perineal 
opening, showed a urogenital sinus with filling 
of the vaginal cavity and, separately and anteriorly, 
filling of the urinary bladder. Laparotomy, per- 
formed to determine the nature of the internal 
genitalia, disclosed an infantile uterus, oviducts, 
and cystic ovaries, wedge resections of which con- 
tained normal tissue. The parents were told that 
their child was a female and that she probably 
would mature in a normal manner. They were ad- 
vised, however, that vaginoplasty would become 
indicated when she was old enough to understand 
and desire correction. 

The author tabulates data on this and 5 other re- 
ported cases of artificially induced pseudohermaph- 
roditism. The mothers of the other 5 infants also 
had received androgens during pregnancy and had 
experienced deepening of the voice, some hirsut- 
ism, and, in 1 case, marked irreversible enlarge- 
ment of the clitoris. The androgenic effect of 
progesterone is also discussed, and it is suggested 
that a transient biological excess of progesterone 
may explain the cases of nonadrenal female pseudo- 
hermaphroditism in which a hormonal cause was 
not obvious. The recent occurrence of cases of 
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artificially induced pseudohermaphroditism at a 
time when the use of hormones is widespread leads 
to the conclusion that androgenic hormones should 
be avoided during pregnancy, especially in the 
3rd and 4th months, except in the most extreme 
circumstances. Moreover, whenever the question 
of sex determination arises in a newborn infant, a 
searching history of possible hormonal therapy 
during pregnancy is important as a guide to imme- 
diate diagnostic studies, therapy, and designation 
of gender. 


Uncontrollable Obstetrical Hemorrhage. G. W. 
Jackson. J. M.A. Georgia 47:220-221 (May) 1958 
[Atlanta]. 


Hemorrhage is one of the most common causes 
of maternal mortality in this country today. Afi- 
brinogenemia, a depletion of the circulating blood 
fibrinogen, is a fairly frequent cause of maternal 
hemorrhage and occasionally death, occurring ap- 
proximately once in every 1,000 deliveries. The 
suggested etiology for the depletion of circulating 
fibrinogen is threefold: 1. Thromboplastic material 
from the placenta, decidua, or amnionic fluid en- 
ters the circulation, causing intravascular clotting 
with depletion of fibrinogen. 2. Fibrinolytic en- 
zymes enter the maternal sinusoids from necrotic 
decidua and destroy the circulating fibrinogen. 
3. Depression of fibrinogen production in the liver 
is due to toxic fetal or maternal substances. The 
first of these is thought to be by far the most 
important. Predisposing factors associated with this 
condition during pregnancy or the postpartum 
period are premature separation of the placenta, 
presence of fetal death in utero, retained products 
of conception, and amnionic fluid embolus. 

Afibrinogenemia should be considered in any ob- 
stetric hemorrhage. Numerous methods for deter- 
mination of fibrinogen levels have been devised, 
with the normal values ranging from 300 to 700 
mg. per 100 cc., and coagulation defects occurring 
with values in the range of 100 to 150 mg. per 100 
cc. However, a simple, practical, and ample diag- 
nostic procedure consists of placing 3 to 5 cc. of 
venous blood in a clean dry test tube and observing 
for clot formation and stability of the clot. In a 
normal individual the clot formed will be large 
and resist shaking. When fibrinogen is low, the clot 
is small and the blood watery, and the initial clot 
may readily lyse in minutes. The intravenous ad- 
ministration of fibrinogen is specific for this condi- 
tion. It should be kept in every hospital that treats 
obstetric patients. Commercial companies supply 
1-Gm. vials in the desiccated form which is stable 
under refrigeration for 5 years. The supply of the 
Red Cross is limited, as regards “on hand” stock, 
but it is suggested that hospitals participating in 
the Red Cross program keep at least 6 or 10 Gm. 
on hand. 


MEDICAL LITERATURE ABSTRACTS 1889 


Aortic Dissection in Pregnancy: A Case of Marfan’s 
Syndrome. K. O. Husebye, H. J. Wolff and L. L. 
Freidman. Am. Heart J. 55:662-676 (May) 1958 
[St. Louis]. 


The authors report on a 30-year-old woman with 
Marfan’s syndrome, in whom aortic dissection oc- 
curred in the 22nd week of pregnancy. Repeated 
bouts of aortic dissection were observed from the 
22nd throughout the 3lst week of pregnancy, 
finally leading to the development of a triple- 
barreled aorta. Cesarean section was done elec- 
tively 2 weeks before the expected date of 
confinement, and a normal male infant was 
delivered. After delivery no further attacks of 
dissection were recognized, but further cardiac 
enlargement occurred, and the patient’s condition 
deteriorated. She died suddenly of congestive 
failure 13 months after the initial dissection of the 
aorta had taken place. Autopsy revealed chronic 
passive congestion of the lungs, liver, spleen, and 
gastrointestinal tract. Microscopic examination of 
the thoracic aorta revealed gross preservation of the 
elastic structures around the true aortic lumen. 
However, the elastic tissue seemed decreased in 
amount. The outer layer of the media with its 
elastic components could be traced into the outer 
layer of the wall of the channel caused by the 
aortic dissection, whereas the inner layer of this 
latter wall was greatly thickened and _ sclerosed 
with absence of elastic as well as muscle tissue. A 
high magnification from the wall of the thoracic 
aorta revealed not only a decrease in the amount 
of elastic tissue but also a focal disruption of the 
elastic laminas. The remnants of the elastic tissue 
formed clumps and irregular clusters, and the smooth 
muscle tissue seemed secondarily disorganized. 
Minor focal disruption of the elastic laminas, caus- 
ing some retraction and clumping of the smooth 
muscle cells with minor disturbance of their circum- 
ferential arrangement, was observed in the abdom- 
inal aorta distal to the area of dissection. 

At least 3 different factors, namely, hypoplasia 
of the aorta, Marfan’s syndrome, and pregnancy, 
may have contributed to the aortic dissection in 
this patient. Dissecting aneurysm of the aorta in 
younger patients is characterized by an early de- 
generation of the elastic tissue components of the 
aortic medial layer, as is aortic dissection in preg- 
nant women and in patients with Marfan’s syn- 
drome. After the degeneration of the elastic 
laminas, secondary changes are observed in the 
smooth muscle tissue, with ingrowth of numerous 
thin-walled vessels and development of cystic 
mucin-filled spaces, whereby the aortic wall be- 
comes markedly weakened and susceptible to dis- 
section. Both a disruption of the elastic fibers, as 
observed in the areas of aortic dissection in this 
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patient, and a decrease in elastic tissue mass, as 
noted in the abdominal aorta distal to the dissec- 
tion, may be characteristic histological features in 
Marfan’s syndrome. Gestation enhanced the aortic 
dissection and shortened the patient's life. 

Fifty additional cases of aortic dissection in preg- 
nant women were collected from the literature; 
only 17 of these women went to term. Certain 
metabolic changes conducive to elastic tissue de- 
generation seem to take place in pregnancy. It is 
prudent to individualize termination of pregnancy 
in each case, depending on the stage of gestation 
at which the dissection occurs. Interruption of the 
early pregnancy is recommended as soon as the 
cardiac condition is stabilized. If possible, whenever 
the gestation is in the third trimester, the patient 
should be carried to viability of the fetus, and 
cesarean section should be the method of choice 
for termination of the pregnancy. 


Carcinoma of the Fallopian Tube Simulating Acute 
Appendicitis: A Case Report. J. P. Mudd Jr. J. M. A. 
Alabama 27:312 (May) 1958 [Montgomery]. 


The patient was a 70-year-old woman who was 
hospitalized, complaining of severe lower abdom- 
inal pain and tenderness. The pain had started 14 
hours prior to admission and was associated with 
nausea and vomiting; the woman had fainted once. 
Lower abdominal discomfort had been present for 
a week before admission. On auscultation, the ab- 
domen was silent, and there was tenderness and 
rebound tenderness of the lower half. Rectal and 
pelvic examinations elicited extreme pelvic peri- 
toneal tenderness. No masses were palpable. A 
milky fluid obtained by paracentesis was stained, 
and pus cells, but no bacteria, were seen. A celioto- 
my was performed for acute appendicitis. Upon 
opening the peritoneum, an odorless milky fluid 
was noted. The appendix, uterus, and left fallopian 
tube were normal. The right fallopian’ tube ap- 
peared greatly enlarged, hemorrhagic, gangrenous, 
and covered with a soft plastic exudate. This tube 
was removed and the abdomen closed. The pathol- 
ogist made a diagnosis of grade 4 carcinoma of the 
fallopian tube. The papillary tumor developed 
within the lumen and apparently originated from 
the villi of the tube. The patient recovered after the 
salpingectomy but died 23 months later. 


PEDIATRICS 


Clinical and Biochemical Changes During Exchange 
Transfusion. J. W. Farquhar and H. Smith. Arch. 
Dis. Childhood 33:142-159 (April) 1958 [London]. 


Exchange transfusion is accepted as essential in 
severe hemolytic disease of the newborn, and it is 
carried out by operators of varying skill and experi- 
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ence. Some of the difficulties involved in blood 
transfusion are greatly increased by the volume of 
blood used in exchange transfusion. The infant may 
be perfused with stored blood of altered chemistry 
in quantities up to 3 times his own blood volume. 
Hazards, such as sepsis, air embolism, portal vein 
thrombosis, and perforation of the umbilical vein, 
have been described but are fortunately uncommon. 
Circulatory overloading is an ever-present danger 
in the profoundly anemic infant, and it may be pre- 
cipitated by conducting the exchange transfusion 
too rapidly. Deterioration and even death may occur 
in infants whose preoperative condition gave rise 
to no concern. Such clinical deterioration was ob- 
served in as high as 40% of some of the reported 
series. In the belief that analysis of serum taken 
during exchange transfusion would reflect the ability 
of the newborn infant to maintain a normal serum 
electrolyte picture, the authors studied the electro- 
lyte balance with reference to calcium and potassium 
ions. Of the 19 infants studied, 1 died during trans- 
fusion. Six others showed some clinically recogniz- 
able disturbance at some stage of the procedure. 
These included distal cyanosis, retching, shock. 
cardiac failure, and acute nonfatal collapse. 

Hyperpotassemia was the only constant feature 
of the abnormal cases, and it was severe in the 
cases of cardiac failure, acute nonfatal collapse, and 
death. Three apparently normal infants. however, 
exhibited hyperpotassemia of similar magnitude. 
It is believed that none of the clinical incidents was 
due entirely to electrolytic imbalance, since similar 
biochemical changes were common to all the in- 
fants of the series. The depression of calcium ions 
can be neither prevented nor corrected by injecting 
calcium gluconate in the dose employed in this 
study. Other possible causes of clinical disturbance 
have been suggested, but evidence for them was 
not sought in this study. They include such factors 
as interference with the circulation during the peri- 
od of postnatal readjustment, excessive speed of 
exchange, changing blood viscosity, manipulation 
of the catheter within the abdomen, the injection 
of cool blood, and, above all, inexperience on the 
part of the operator. There is more to the proced- 
ure than exchanging 10-ml. aliquots of blood. In a 
surgical team it is unlikely that an operation 
carrving a comparable mortality would always be 
left to the house surgeon or an inexperienced regis- 
trar. Yet junior staff may be left unsupervised to 
carry out an exchange transfusion in the belief, 
sometimes held by senior staff inexperienced in 
this procedure, that normal skill and common sense 
are all that is required. The apprenticeship to be 
served by the would-be operator of exchange trans- 
fusion is neither short nor easy, and even after 
many successes the experienced may be humbled 
by failure. 
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Treatment of Persistent Enuresis with the Electric 
Buzzer. I. G. Wickes. Arch. Dis. Childhood 33:160- 
164 (April) 1958 [London]. 


The treatment of enuresis was revolutionized 
when it was discovered by chance that an apparatus 
for signaling to parents that their child had a wet 
bed and needed changing also had the property of 
training the child to become dry. In the past 5 years 
more than 500 enuretic children have been referred 
to the author's outpatient clinic. Many of them re- 
sponded to simple forms of therapy, and many 
others recovered spontaneously, but gradually a 
hard core of resistant cases accumulated. The latter 
patients were treated with an electric apparatus 
which consists of an alarm unit containing a buzzer, 
light, relay, and 6-volt battery, together with 2 
flexible leads that can be clipped onto 2 fine metal- 
lic rectangular gauze mats, about 16 by 20 in. The 
mats are best secured on the bed by slipping each 
into a pocket, obtained by sewing a pillowcase to 
a drawsheet along its 3 closed sides to make a 
double open-ended pocket. The child, preferably 
devoid of pajama trousers, lies above the linen 
sandwich containing the mats. The alarm unit stands 
on a table or chair close to the bed and is switched 
on at bedtime. The alarm is actuated when the 
circuit is completed by urine that has soaked 
through the layers. Normally, a teaspoonful of urine 
will suffice to start the buzzer, and this, by awaken- 
ing the child, will bring an end to micturition and 
will eventually, in favorable cases, prevent the act 
starting at all. 

There were 100 children with intractable severe 
persistent enuresis, who were treated by this method 
of conditioning. The number included 81 boys and 
19 girls, aged 5 to 17 years. A positive family his- 
tory was obtained in 47 cases, and more distant 
relatives were enuretic in a further 28 cases, but 
the records were not all complete. Fifty patients 
responded rapidly and completely, 15 responded 
almost completely, 9 improved markedly but slow- 
ly, and 26 were failures. Relapses were mainly pro- 
voked by infections, sometimes by fatigue and 
anxiety. The marked improvement in the mental 
outlook of the children who responded was most 
gratifying. Several parents reported that their chil- 
dren were happier and more confident now that 
their enuresis had been eliminated. It is clear that 
a great deal of the associated anxiety was secondary 
to the enuresis and disappeared with it. There can 
be no doubt that psychological etiological factors 
have been greatly exaggerated in this disorder, al- 
though they certainly play a part in aggravating it. 
The author feels that in persistent cases of enuresis 
the conditioning method is justifiable and_re- 
warding. 
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THERAPEUTICS 


Treatment of Hypertension in Out-Patients: The 
Initial Assessment, and the Effect of Reserpine. R. 
Fife, J. P. J. Paton and W. G. Whyte. Scottish M. J. 
3:165-172 (April) 1958 [Glasgow]. 


The purpose of this investigation was to find out 
whether a blood pressure of normal or near-normal 
levels could be maintained by oral drug therapy in 
a group of patients with fairly severe hypertension, 
who were fit to attend as outpatients and who, if 
possible, continued their usual occupations, After 
preliminary assessment, which included a_ period 
of at least 4 weeks with purely placebo medication, 
a standard regimen of treatment was followed with 
reserpine alone for a minimum of 6 weeks. There- 
after, if necessary, pentolinium was added, and if 
the response to it was unsatisfactory, it was replaced 
by mecamylamine. The reserpine was continued 
concurrently. Studies were made on 71 patients, 
and this paper reports the results after 6 weeks of 
reserpine therapy. A clinically acceptable fall in 
diastolic pressure occurred in about one-third of the 
patients, and the systolic pressure responded simi- 
larly. Normal levels of pressure were rarely pro- 
duced by reserpine alone in the severe cases, al- 
though commonly in milder cases. The apparently 
superior results in milder cases were not due to a 
better percentage fall in pressure but to lower 
initial pressures. Reserpine is a useful antihyper- 
tensive agent, even in severe hypertension. After 
the preliminary placebo therapy, reserpine was 
given in a dosage of 0.5 mg. 3 times a day. The 
authors believe that the dose should, as a rule, be 
halved after a period of 4 to 6 weeks, even in the 
absence of side-effects, and that this reduced dosage 
may well turn out to be still too high for prolonged 
use in an appreciable proportion of patients. The 
side-effects from reserpine were the same as those 
recorded by other authors. Fluid retention, causing 
increase in weight and edema, was observed in 
many of the patients. 


Early Observations on the Diuretic Effect of Oral 
Chlorothiazide. D. W. Davies and B. Evans. Brit. 
M. J. 1:967-969 (April 26) 1958 [London]. 


The effect of Chlorothiazide (6-chloro-7-sulfamy]- 
1,2,4-benzothiadiazine-1,1-dioxide) on the urinary 
output was observed in 8 women and 12 men, be- 
tween the ages of 51 and 74 years, with clinical 
edema or pulmonary congestion from heart failure, 
who were given 1 Gm. of the drug by mouth twice 
daily for 4 consecutive days, followed by an interval 
of 3 or 4 days before a further course was started. 
Sixteen of the 20 patients received intramuscularly 
1 or more injections of 2 cc. of mersalyl or mercap- 
tomerin initially. The response obtained was meas- 
sured as the diuretic index over a 2-day period. To 
compare the value of these diuretic agents, varying 
courses of intermittent therapy were used. Chloro- 
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thiazide produced a good therapeutic effect in all 
the patients. The results obtained suggest that it is 
as effective as the diuretics which are given paren- 
terally, or more so. In the short and intermittent 
courses of treatment which were used, only a slight 
fall in the serum potassium level was determined in 
5 patients; symptoms of hypopotassemia did not 
occur in these patients. The supplementary adminis- 
tration of potassium can possibly be avoided if 
administration of Chlorothiazide is interrupted by 
free periods, according to the procedure adopted 
by the authors. Toxic effects were not observed in 
any of the patients. 


Perphenazine (Trilafon): New Ataraxicum. O. Ling- 
jaerde and A. Schigth. Tidsskr. norske legefor, 
78:278-281 (April 1) 1958 (In Norwegian) [Oslo]. 


A new tranquilizing drug, perphenazine (Trila- 
fon), was given to 77 women patients, with placebo 
control. The patients were mostly chronic schizo- 
phrenics, with symptoms of restlessness, anxiety, 
negativism, autism, and apathy, who had responded 
poorly to previous treatment. The condition of 14 
patients was definitely improved during the Trila- 
fon treatment period. These results, together with 
later experiences with higher dosage, indicate that 
Trilafon is a valuable agent, effective in a number 
of patients who have not reacted favorably to other 
ataraxics. According to the degree of the symptoms, 
the treatment is started with a daily dose of 16 to 
48 mg. of Trilafon (usually 24 mg.); depending on 
the therapeutic effect and the eventual side-effects, 
the dose is increased or diminished by 8-16 mg., 
usually at weekly intervals. The most prominent 
side-effects or drowsiness, fatigue, and sluggishness, 
but pyramidal tract symptoms have occurred in 
relatively many cases. The indications seem to be 
the same as for chlorpromazine and reserpine, but 
Trilafon seems to have a more stimulating effect on 
sluggish and apathetic patients. It is difficult to 
know which agent will be most useful in a given 
case, and for the time being one must feel one’s 
way. 


PATHOLOGY 


A Serological Trial of Asian-Influenza Vaccine 
After the Autumn Epidemic. W. W. Holland, A. 
Isaacs, S. K. R. Clarke and R. B. Heath. Lancet 
1:820-822 (April 19) 1958 [London]. 


A serologic trial of an Asian influenza vaccine 
was carried out in 83 volunteers, all of whom had 
been exposed to the autumn (of 1957) influenza epi- 
demic. Thirty-three had had a clinical illness re- 
sembling influenza. Volunteers with no _ initial 
antihemagglutinin reacted poorly to a_ single 
dose of vaccine. A much better serologic response 
was obtained with a single dose in persons with 
initial titers of 1:5 or more. Two inoculations given 
to persons without initial antibody led to a good 
secondary response. This is contrary to previous 
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experience, and it is suggested that 2 antigenic 
stimuli are needed to produce a good antibody re- 
sponse in persons who have not previously experi- 
enced this antigen, whereas | stimulus is probably 
sufficient for those that have. 


Diabetic Retinopathy and Nephropathy in Pan- 
creatic Diabetes. L. J. P. Duncan, A. MacFarlane 
and J. S. Robson. Lancet 1:822-826 (April 19) 1958 
[London]. 


The etiological relationship of the vascular com- 
plications of diabetes mellitus to the disorder itself 
is the subject of much controversy. The view has 
been expressed that they may be determined by 
the same gene, since there are few reported cases of 
capillary lesions in diabetes due to pancreatitis or 
pancreatic fibrosis. The authors report here the de- 
velopment of diabetic retinopathy and of glom- 
erulosclerosis of the type specific to diabetes 
mellitus in a patient whose diabetes is believed to 
have been due to chronic pancreatitis. In 1928, 
when the patient was 19 years old, the classical 
symptoms of diabetes mellitus developed. He was 
found to have glycosuria and was treated by dietary 
restriction and the administration of insulin. In 
1936 he noticed that his stools were pale and 
floated in water and that he had lost weight. In 
1947 he complained of episodes of nocturnal diar- 
rhea, with passage of pale fluid feces. In 1952 he 
had neuropathy in his legs, with absence of ankle 
reflexes, diminution of knee reflexes, some wasting 
of the calf and adductor muscles, loss of apprecia- 
tion of vibration and pain, and absence of sweating 
in the lower limbs. At this time diabetic retinopathy 
was first detected. Subsequently symptoms of uri- 
nary disturbances appeared. Courses of various 
antibiotics were given for urinary tract infections. 
In 1957 incontinence and recurrent infection be- 
came so severe that both ureters were transplanted 
to an isolated loop of ileum which acted as a res- 
ervoir, but in spite of this the patient died of uri- 
nary tract infection, toxemia, and uremia. At the 
time of death he had diabetic retinopathy. 

During the 30 years of his diabetic life this pa- 
tient frequently had hypoglycemic episodes, oc- 
curring up to 3 or 4 times a week, irrespective of 
the preparation of insulin used, and frequently re- 
quiring his admission to hospital. During 1 of these 
admissions, in 1955, pancreatic disturbances were 
recognized, and roentgenography disclosed exten- 
sive calcification of the pancreas. The analysis of 
the duodenal aspirate after the injection of secretin 
and pancreozymin confirmed the absence of ex- 
ocrine pancreatic function. There was no family 
history of diabetes. The authors feel that the his- 
tory of this patient constitutes strong evidence in 
favor of the view that the vascular complications 
of diabetes mellitus in the form of retinopathy and 
of glomerulosclerosis are the consequence of the 
metabolic disorder which results from insulin de- 
ficiency. 
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Modern Trends in Endocrinology. Edited by H. Gardiner- 
Hill, M.D., F.R.C.P. Cloth. $13.50. Pp. 298; 13, with illustra- 
tions. Paul B. Hoeber, Inc. (medical book department of 
Harper & Brothers), 49 E. 33rd St., New York 16, 1958. 


The many advances in endocrinology of the past 
decade have made the appearance of this book 
particularly appropriate. It consists of contribu- 
tions on the thyroid hormones by Pitt-Rivers, anti- 
thyroidal drugs by Dunlop, cause and treatment of 
exophthalmos and exophthalmic ophthalmoplegia 
by Gilliland, tests of thyroid function by McGregor 
and Wayne, treatment of toxic malignant thyroid 
disorders with radioactive iodine by Pochin, endo- 
crine factors in diabetes mellitus by Randle, endo- 
crine aspects of overnutrition and undernutrition 
by Kennedy and McCance, the pituitary antidiu- 
retic hormone and the control of fluid balance by 
Black, new adrenal cortical steroids by Prunty, role 
of adrenal cortical and pituitary hormones in water 
and electrolyte control by Bayliss, adrenal cor- 
tical and other factors in hypopituitary coma by 
Caughey, the hormones in sympathetic nervous 
system of the adrenal medulla by Swan, adrenal 
function tests by Cope, cortisone and corticotropin 
in the treatment of rheumatic disorders by Savage, 
corticotropin and cortisone in the suppression of 
allergic and pararheumatic disorders by Hart, hor- 
monal factors in breast development by Tindal and 
McNaught, endocrine factors in the cause and treat- 
ment of cancer of the breast and prostate by Stoll, 
endocrine treatment of gynecologic disorders by 
Bishop, endocrine factors in infertility in women 
by Bowes, carcinoid tumors in seratonin by Snow, 
and the stress concept by Rosch. As may be seen 
from this list, most of the book is devoted to the 
adrenal and thyroid glands. The editor has done an 
excellent job in organizing the present volume. The 
contributors have summarized all the pertinent 
advances of the past decade and presented their 
own critical evaluation of recent work and its im- 
plications for future investigations. Each chapter 
is followed by a list of recent references. The book 
is printed in an easily readable type and organized 
and arranged well. It can be recommended. 


The Impact of the Antibiotics on Medicine and Society. 
Monograph II, Institute of Social and Historical Medicine, 
New York Academy of Medicine. Iago Gladston, M.D., editor. 
Committee: Frank J. McGowan, M.D., chairman, and others. 
Cloth. $5. Pp. 222, with illustrations. International Universi- 
ties Press, Inc., 227 W. 13 St., New York 11, 1958. 


This monograph deals with an event of epoch- 
making proportions in the history of medicine: the 
discovery and clinical application of the antibiotic 


These book reviews have been prepared by competent authorities 
but do not represent the opinions of any medical or other organization 
unless specifically so stated. 


drugs. In less than two decades, the antibiotics 
have revolutionized the practice of medicine and 
have deservedly attained the appellation, “miracle 
drugs.” The 14 distinguished authors who con- 
tributed to this volume have discussed the historical 
development of the concept of antibiosis, the 
microbiology of the soil, the evolution of mass 
production methods for antibiotics, the use of 
antibiotics in plant husbandry and in the livestock 
industry, the influence of antibiotics on the clinical 
practice of medicine, and the impact of these drugs 
on public health and on society. The narrative 
style employed in most chapters makes this volume 
one which is rapidly and easily read. Since the 
language is, in general, nontechnical, this book 
should be of interest to laymen as well as medical 
historians, physicians, and workers in allied med- 
ical disciplines. 


Endocrine Aspects of Breast Cancer: Proceedings of a Con- 
ference held at the University of Glasgow, 8th to 10th July 
1957. Edited by Alastair R. Currie, B.Sc., M.B., F.R.C.P., 
Senior Lecturer in Pathology, University of Glasgow, Glas- 
gow, Scotland. Foreword by C. F. W. Illingworth, C.B.E., 
M.D., Ch.M., Regius Professor of Surgery, University of Glas- 
gow. Cloth. $8.50. Pp. 340, with illustrations. Williams & 
Wilkins Company, Mount Royal and Guilford Aves., Balti- 
more 2; E. & S. Livingstone, Ltd., 16 and 17 Teviot Place, 
Edinburgh 1, Scotland, 1958. 


This symposium should command the interest 
of any clinician with more than a casual interest 
in cancer of the breast and should be of extraor- 
dinary interest to investigators and experimentalists 
of several disciplines with any concern in the 
relationship of neoplasia to endocrinology and 
steroid chemistry. The 88 contributors represent 
the United Kingdom, the United States, New 
Zealand, and various countries in Europe, includ- 
ing West Germany. The book’s four parts deal 
with clinical aspects, pathology, hormonal studies, 
and experimental pathology. The part on hormonal 
studies is divided into three sections, the first on 
anterior pituitary hormones and mammotropins, 
the second on urinary estrogens, and the third on 
urinary 17-oxysteroids. Of particular value is the 
feature of a discussion and summary following 
each part and section, which are in the form of a 
critical commentary and which evaluate conflicting 
items of evidence. With perhaps one exception, 
these summaries provide a comprehensive, succinct 
orientation of such value as to justify the acquisi- 
tion of the book for those who want up-to-date 
information with a minimum expenditure of time. 
At the end of the book is a review of the conference 
as a whole, an admirable statement of the outstand- 
ing reports and of some of the unsolved problems. 
Among the latter, from the clinical standpoint, the 
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selection of patients for ablative procedures is as 
yet unsolved, as is the choice of endocrine ablation 
(after oophorectomy). On the basis of up-to-date 
reports from most of the world’s centers actively 
interested in such efforts, and subjected to thorough 
review at this conference, the comparison of the 
effectiveness of adrenalectomy versus hypophysec- 
tomy resulted in a verdict of “no decision.” Equally 
in doubt are the basic reasons for objective response 
of some women with disseminated mammary 
carcinoma to alterations of hormonal environment, 
whether produced by administered steroid hor- 
mones or by ablative procedures. There is a dis- 
tinctly greater frequency of objective regression, 
following endocrine removal when there has been 
a previous response to administered hormones and 
also in those patients in whom metastasis did not 
appear until more than five years after the onset 
of the primary tumor. 

The general summary of the clinical reports in- 
cludes a statement that “a beneficial response in 
something approaching 50% of cases treated (by 
adrenalectomy or hypophysectomy)” is followed 
by a good remission lasting for a year or more in 
less than 25%. A review of the various reports indi- 
cates the necessity of a critical review of each 
report in respect to the exclusion of cases in calcu- 
lating end results and in the interpretation of such 
words as remission, arrest, and regression. If a 
strict definition of objective regression is observed 
and those patients whose disease remains static 
are not included, the true rate of objective regres- 
sion is something less than 40%. From the impres- 
sive volume of hormonal studies reported, there 
emerged only two biochemical indications of tenta- 
tive practical value. The pretreatment urinary 
levels of gonadotropins were higher in women 
who were nonresponsive to treatment with diethyl, 
stilbestrol and irradiation of the pituitary, but these 
differences were essentially statistical, with much 
overlapping of readings. In the many studies of 
excretion patterns of urinary estrogens, there was 
a conspicuous absence of any notable difference 
in endogenous estrogen levels and in the metab- 
olism of administered estrogens. There was no 
indication of any promising, practical pretreatment 
criteria of responders. The only contrast between 
controls without breast cancer and patients with 
breast cancer was in a higher preportion of estriol 
to total estrogens recovered after injection of 
estradiol. The latter finding seems to be nonspecific, 
having been found also in patients with myocardial 
infarction and in those with prostatic cancer. The 
methods used measured only the excretion of the 
classic estrogens (estrone, estriol, and estradiol- 
178) and account for not more than 20 to 30% of 
the estrogen metabolites known to be present in 
urine. Adding further confusion to the general 
findings is the detection of significant amounts of 
estrogen metabolites in the urine of women after 
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both adrenalectomy and hypophysectomy, with no 
correlation between the response of the disease 
and the presence or absence of such metabolites. 
On pages 150 to 153 appears in tabular form a 
review of the literature on hormonal assays in re- 
lation to human breast cancer that should be of 
great value to investigators with any interest in 
this problem. If there are any differences between 
responsive and nonresponsive patients in respect 
to estrogen metabolism, their demonstration will 
require detailed chromatographic analysis to ob- 
tain true metabolic patterns. Apart from such mi- 
nutiz as one’s surprise over the use of “operate” as 
a transitive verb by a distinguished English sur- 
geon, this book inspires great enthusiasm for the 
wealth of information it contains. It should serve 
as a chart for future efforts of clinicians and 
biochemists. 


General Biochemistry. By Joseph S. Fruton, Eugene Hig- 
gins Professor of Biocnemistry, Yale University, New Haven, 
Conn., and Sofia Simmonds, Associate Professor of Biochem- 
istry and Microbiology, Yale University. Second edition. 
Cloth. $18. Pp. 1077, with illustrations. John Wiley & Sons, 
Inc., 440 Fourth Ave., New York 16, Chapman & Hall, Ltd., 
37-39 Essex St., Strand, London, W. C. 2, England, 1958. 


This textbook differs somewhat in both organi- 
zation and emphasis from most of the books on this 
subject which are now available. This is probably 
because it is intended to be used in the teaching 
of biochemistry to. the biochemist and not in a 
course for the medical student or for students 
majoring in one of the allied sciences. This is not 
to say that the medical student or the chemist 
could not profitably use the book, but the clinical 
and organic chemical aspects are not stressed. 
Rather, the fundamental chemical activity of living 
matter—both plant and animal—is thoroughly dis- 
cussed to provide adequate foundation for the 
proper understanding of many procedures in biol- 
ogy, pathology, and physiology. After the initial 
chapter on the scope and history of biochemistry, 
the authors have chosen to emphasize some funda- 
mental aspects of protein, including general prop- 
erties, electrolytic properties, structural units, and 
structure. Also included are chapters on metal- 
loporphyrin proteins and nucleoproteins. Following 
these there are several chapters on the properties 
and kinetics of enzymes and on the various classes 
of enzymes, such as the dehydrogenases and oxi- 
dases. A series of chapters deals with various gen- 
eral and metabolic aspects of carbohydrates, fats, 
steroids, pigments, inorganic nitrogen, proteins, 
and amino acids. In addition to these there are 
single chapters on the metabolism of nucleic acids, 
the role of inorganic ions in metabolism, the hor- 
monal control of metabolism, and a final chapter 
on vitamins and growth factors. Throughout the 
book there are appropriate references to a large 
number of books and monographs, and the book 
includes an extensive subject index. 


Vol. 167, No. 15 


Handbook of Treatment of Acute Poisoning. By E. H. 
Bensley, M.B.E., B.A., M.D., Director, Department of 
Metabolism and Toxicology, Montreal General Hospital, 
Montreal, and G. E. Joron, B.A., M.D., C.M., Assistant Physi- 
cian, Department of Metabolism and Toxicology and Depart- 
ment of Medicine, Montreal General Hospital. Second edition. 
Cloth. $4. Pp. 212. E. & S. Livingstone, Ltd., 16 and 17 
Teviot Place, Edinburgh 1, Scotland; Williams & Wilkins 
Company, Mount Royal and Guilford Aves., Baltimore 2, 


This book serves as a clear, simplified, practical 
reference for the general practitioner in the treat- 
ment of acute poisoning. It will perhaps enjoy an 
even wider use by others who are responsible for 
emergency treatment in cases of acute poisoning, 
such as nurses, first aid personnel, or even laymen. 
The book provides an excellent adjunct to basic 
instruction on the handling of poisoning in general 
and specifically in cases of those toxic compounds 
listed as most commonly involved. The grouping 
of poisons by types allows for a greater scope and 
coverage. While the book outlines the general 
course of treatmeat, it should be emphasized that 
individual cases should be considered carefully 
for variants from textbook descriptions and will, 
in many cases, necessitate the use of more specific 
treatment methods. No mention, for example, is 
made of the use of the artificial kidney in the treat- 
ment for acute barbiturate poisoning. A reasonably 
comprehensive check has been made on the efficacy 
of the drugs used from a pharmacological view- 
point, and the book has been found accurate. The 
general organization of the text is convenient. An 
appendix lists the requisites for a first-aid kit. An 
—- bibliography adds to the value of the 

ok. 


Research and Education in Rheumatic Diseases: Transac- 
tions of the Second National Conference at National Insti- 
tutes of Health, Bethesda, Maryland, December 1, 1956. 
Edited by Joseph J. Bunim, M.D., Clinical Director, Na- 
tional Institute of Arthritis and Metabolic Diseases. Spon- 
sored by American Rheumatism Association, Arthritis and 
Rheumatism Foundation, and National Institute of Arthritis 
and Metabolic Diseases. Conference Committee: Currier 
McEwen, M.D., Chairman, and others. Published by Arthritis 
and Rheumatism Foundation in cooperation with National 
Institute of Arthritis and Metabolic Diseases, Public Health 
Service, U. S. Department of Health, Education, and Wel- 
fare. Cloth. Pp. 156, with illustrations. Arthritis and Rheuma- 
tism Foundation, New York, 1958. 


This book is divided into three sections, the first 
of which deals with research on collagens and the 
ground substance in their physical, chemical, and 
metabolic aspects. The recent advances in immuno- 
chemistry, pathology, epidemiology, and clinical 
investigations in rheumatic diseases are discussed. 
The other two sections deal with the support that 
is available for research and training in rheumatic 
diseases and the graduate training program spon- 
sored by the U. S. Public Health Service. Most of 
the scientific papers are accompanied by an ade- 
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quate bibliography. The reproductions of the plates 
and graphs are good. The volume is well edited, 
with an excellent preface. This book should prove 
most valuable to the investigator and clinician in- 
terested in rheumatic diseases. 


Pharmacology in Medicine: A Collaborative Textbook. Ed- 
ited by Victor A. Drill, Ph.D., M.D., Lecturer in Pharmacol- 
ogy, Northwestern University Medical School, Chicago. Sec- 
ond edition. Cloth. $19.50. Pp. 1243; 30, with illustrations. 
Blakiston Division, McGraw Hill Book Company, Inc., 330 
W. 42nd St., New York 36; 95 Farringdon St., London, E. C. 
4, England; 253 Spadina Rd., Toronto 4, Canada, 1958. 


The second edition of this comprehensive text- 
book is a collaborative effort by 85 authorities in 
the field of pharmacology, 78 of whom also con- 
tributed to the first edition. The advantages of 
such a joint undertaking lie in the fact not only 
that each subject is presented by an authority but 
that the division of labor has permitted the appear- 
ance of a second edition within a period of four 
years. Despite the multitude of authors, the editor 
has succeeded in maintaining a uniformity of style 
and arrangement that facilitates the use of the 
book. A noteworthy addition is the excellent chap- 
ter by P. B. Dews on drugs affecting behavior. 
Improvements in format include the consecutive 
numbering of the pages throughout the book, 
rather than by chapters, and the inclusion of the 
authors name under each chapter heading. The 
book includes discussions of many of the newest 
drugs, and each chapter contains an adequate up- 
to-date bibliography. 


Human Infertility. By C. Lee Buxton, M.D., Med. ScD., 
Professor and Chairman, Department of Obstetrics and 
Gynecology, Yale University School of Medicine, New Haven, 
Conn., and Anna L. Southam, M.D., Assistant Professor of 
Obstetrics and Gynecology, College of Physicians and Sur- 
geons, Columbia University, New York. With chapter on 
endometrial diagnosis by Earl T. Engle, Ph.D., Professor of 
Anatomy, College of Physicians and Surgeons, Columbia 
University. Cloth. $7.50. Pp. 229, with 43 illustrations. Paul 
B. Hoeber, Inc. (medical book department of Harper & 
Brothers), 49 E. 33rd St., New York 16, 1958. 


This book compresses, in a relatively small space, 
the problem of the infertile couple. Great em- 
phasis is placed on the study of the male and female 
partners as a unit physically, endocrinologically, 
and psychologically. Diagnosis and the procedures 
used in subsequent treatment are thoroughly cov- 
ered. The last two chapters are especially valuable, 
since they present the psychological and _ social 
significance of infertility frequently overlooked by 
the medical consultant. The book demonstrates 
the ways in which the experts explore the problem 
of infertility and arrive at conclusions which direct 
the therapy. It can be unreservedly recommended 
for the instruction of students and _ practitioners 
and as a reference book for specialists in the field 
of infertility. 
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QUESTIONS AND ANSWERS 


SLEEPING TOGETHER 


To tHe Eprtor:—Should people sleep together— 
that is, husband and wife or anyone whose fi- 
nances and living quarters permit each person to 
have his own bed (disregarding what is custom- 


ary)? TT. R. Pratt, M.D., Pismo Beach, Calif. 


ANSWER.—Because most primates spend approxi- 
mately one-third of their lives in sleep, certainly 
their active health the other two-thirds of the time 
is dependent on how thoroughly their body cells 
receive physiological rest in slumber. But because 
humans are peculiarly psychological beings as well, 
interplay of personality injects an element of choice 
or preference. This is something which cannot be 
defined, categorized, or legislated. One man’s stim- 
ulus to sleep may be another man’s bane of in- 
somnia. The answer to the question, then, lies in a 
mutual decision of the marriage partners as to 
whether single beds or a double bed provide the 
better healthful balance of restful sleep and wake- 
ful togetherness. 


ANSWER.—Perhaps the question should be re- 
phrased: “Should husbands and wives stop sleeping 
together?” The original wording suggests that, by 
and large, they are not, and should be. If such a 
condition truly exists, it implies either of two things: 
1. Husbands and wives have been using their indi- 
vidual beds exclusively for sleeping purposes, which 
appears unlikely in view of our burgeoning popula- 
tion. 2. Husbands and wives have been considering 
a double bed for sleep alone, which seems unlikely 
for the same reason. The phrase “or anyone whose 
finances and living quarters permit” also arouses 
wonderment. Surely, the inquiring physician does 
not refer here to individuals not members of the 
same immediate family—landlady and tenant, teach- 
er and pupil, lawyer and client—or to unmarried 
adults of opposite sex in the same family. Perhaps 
the best answer to the entire query would be as the 
writer F. Scott Fitzgerald paraphrased an Egyptian 
proverb—“The worst things: To be in bed and sleep 
not. To want for one who comes not. To try to 
please and please not.” 


The answers here published have been prepared hy competent au- 
thorities. They do not, however, represent the opinions of any medical 
or other organization unless specifically so stated in the reply. Anony- 
mous communications cannot be answered. Every letter must contain 
the writer’s name and address, but these will be omitted on request. 


SMOKE INTOXICATION 


To tHE Eprror:—At a recent fire in a photog- 
rapher’s studio, the actual flames were at a mini- 
mum, but the smoke and fumes from the burning 
of all things pertaining to photography were 
intense. Six firemen were overcome by the com- 
bustion process, but only one man had a high 
serum carbon monoxide content. This man was 
the only one to wear the prescribed mask. Please 
discuss the term “overcome by smoke,” with 
special reference to some of the various com- 
ponents of smoke, that is, gritty soot particles 
of combustion, carbon monoxide, and any other 
foreign substances. Also, what is the percentage 
of oxygen which may or may not cause “blacking 
out” during a fire, and is the reaction immediate 
or latent? Please comment on the danger of burn- 
ing photographic material as compared to other 
material, again with special reference to im- 
mediate or latent reaction. | M.D., New York. 


ANSWER.—The various questions raised can best 
be answered by taking up first the character of 
the chemicals released in the burning of photo- 
graphic film. In contrast to the hazardous gases 
(nitrogen oxides) which are released from the 
highly flammable cellulose nitrate-type photo- 
graphic film, the cellulose acetate-type base widely 
used today gives rise to combustion products which 
are essentially the same as those for the burning 
of other cellulose materials, such as wood and 
cotton (i. e., carbon monoxide, carbon dioxide, 
carbon, methane, aldehydes, ketones, and organic 
acids). This subject is discussed by Nuckolls and 
Matson (J. Soc. Motion Picture Engineers 27:657, 
1936). In addition, animals exposed to smoke from 
burning cellulose acetate-type film base show no 
different symptoms from those exposed to burn- 
ing wood. The term “overcome by smoke” appears 
to be used particularly by laymen to describe a 
variety of physical states in persons exposed to 
combustion products. If a person is actually un- 
conscious, this is most likely to result from the 
combined effect of the reduction of oxygen con- 
tent in the air as a result of the combustion proc- 
ess and also as a result of its replacement by 
various inert combustion products. The second 
and often simultaneous factor is that most fires 
give rise to varying percentages of carbon mon- 
oxide. The combination of an increased demand 
for oxygen resulting from the intense exertion of 
firemen with inhalation of air of lower oxygen and 
higher carbon monoxide content is particularly 
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effective in reducing the oxygen supplies to the 
tissues. It has long been known that the presence 
of carbon monoxide in the blood may alter the 
oxygen dissociation curve of hemoglobin in such 
a manner that the oxygen is less readily available 
to tissues (Henderson and Haggard, Noxious 
Gases, New York, Reinhold Publishing Corpora- 
tion, 1943). 

It is difficult to set up precise values in the air 
for oxygen and carbon monoxide which will cause 
a person to “black out,” principally because of the 
widely varying metabolic requirements for oxygen 
under such circumstances. In general, if the oxy- 
gen concentration is less than 10%, severe symp- 
toms may ensue fairly rapidly, and, in the case of 
carbon monoxide, symptoms may occur rapidly 
from as little as 0.2 to 0.3% in the air (2,000 to 
3,000 parts per million of air). As mentioned pre- 
viously, the simultaneous presence of carbon mon- 
oxide and lowered oxygen may greatly reduce the 
effective oxygen tension in the blood. Other causes 
of blacking out which are undoubtedly fairly fre- 
quent are shock-like reactions attendant on ex- 
treme exertion plus inhalation of irritating ma- 
terials, Another cause may be that of holding the 
breath in an attempt to avoid inhaling smoke 
during a period of intense exertion. As to the ef- 
fectiveness of various types of respirators or gas 
masks in such situations, it is generally conceded 
that the only safe protective equipment for use 
where carbon monoxide and low oxygen may be 
present is a self-contained breathing apparatus 
approved by the Bureau of Mines (Schedule 13). 
Charcoal respirators must never be used in situa- 
tions where low oxygen may be a factor (Claudy, 
National Fire Protection Association Bulletin F21-1; 
Respiratory Hazards of Fire Service, National Fire 
Protection Association, 1957). One final point fol- 
lows the finding that only one man out of six had 
a high carbon monoxide content in the blood. It 
should be realized that the precise determination 
of carbon monoxide in blood is a fairly elaborate 
procedure which is not always familiar to per- 
sonnel of hospital laboratories. The rather crude, 
semiquantitative tests (colorimetric tests) which 
are often carried out are not always reliable, espe- 
cially with lower concentrations. 


ASTHMA AND DOG DANDER 

To THE Eprror:—Several persons who have pur- 
chased Chihuahua dogs for their children who 
had asthma now claim these children are no 
longer bothered with this disease. Is there any 
rationale for such an assertion? \_D., Georgia. 


Answer.—Allergy to dander of dogs of one spe- 
cies signifies allergy to the dander of other species. 
It is common knowledge, however, that dogs with 
short hair produce less dander. It is not surprising 
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that a small and short-haired dog, such as a chihua- 
hua, might be tolerated by one who is allergic to 
dogs. It is possible that the cases referred to were 
instances of dog allergy and that the replacement 
of another dog by the Chihuahua diminished suffi- 
ciently exposure to the dander. If the inquirer has 
in mind that relief could have occurred in those 
who did not have a dog previously, there is abso- 
lutely no basis for such an effect. 


RECTAL ITCHING AFTER THERAPY 
WITH ANTIBIOTICS 


To THE Eprror:—What is the best treatment of se- 
vere rectal itching, diarrhea, and glossitis after 
prolonged use of antibiotics, including those in 
orally given preparations? M.D., Belgium. 


ANswer.—The prolonged use of antibiotics by the 
oral route, especially the so-called broad-spectrum 
ones, may cause a marked modification of the nor- 
mal intestinal flora. This usually results in suppres- 
sion of the gram-positive organisms and of some of 
the gram-negative ones, and overgrowth of fungi, 
especially Candida, may occur. The antibiotics may 
also act as primary irritants. The resulting diar- 
rhea and anal-genital itching, as well as changes 
in the mouth, especially glossitis, can be very dis- 
tressing. After cessation of antibiotic therapy it 
usually takes from a few days to several weeks 
until the normal flora is reestablished. During this 
time, topical applications of a steroid ointment will 
bring relief in cases of anal-genital pruritus. The 
most recent and effective is 0.5% methylpredniso- 
lone ointment, which is the subject of a report by 
Goldberg (Antibiotic Med., to be published). He 
achieved excellent results in 31 of 36 cases. If Can- 
dida is shown to be the cause of the gastrointestinal 
disturbance, a mycostatic preparation, such as ny- 
statin, may be given both orally and topically. The 
usual antidiarrhea mixtures, containing kaolin, pec- 
tin, and alumina gel, may also be tried. The use of 
acidophilus milk, buttermilk, or other foods prone 
to build up the gram-positive flora in the intestines 
may be useful. 


ANswER.—It would be difficult to prescribe any 
so-called best treatment for the contro] of the symp- 
toms which occasionally appear after the prolonged 
use of antibiotics. The management of such a con- 
dition is fraught with difficulties. Once the situation 
has developed, its management will take prolonged 
symptomatic efforts with a variety of measures. 
Fortunately, the condition is rare, and ultimate re- 
lief usually comes if antibiotics are strictly avoided. 
If the individual returns to his usual diet, normal 
intestinal flora will probably return. At times it is 
well to continue a bland and low-residue diet for 
some time, Adequate intake of vitamins and vita- 
min supplements should be stressed. Gradually the 
irritable intestinal syndrome resulting from this 
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situation will come under control, and the symp- 
toms will abate. For the local treatment of the pru- 
ritus ani, the usual measures employed for this con- 
dition are indicated, including anesthetic ointments 
and dusting powders. Careful cleansing of the anal 
region with cool water is helpful. In general, the 
control of this condition depends on the discon- 
tinuance of antibiotic therapy and symptomatic 
measures for the control of intestinal irritability. 


ROUTINE TESTS ON HOSPITAL ADMISSION 


To tHe Eprror:—The staff of a small community 
hospital is concerned with the minimum require- 
ments for laboratory tests in obstetric patients 
and in surgical patients being prepared for 
herniorrhaphy, hemorrhoidectomy, or such pro- 
cedures as dilatation and curettage. What is the 
consensus of opinion on incorporation of routine 
chest x-ray and syphilis tests for these patients? 
Please give information on the medical aspects, as 
well as the medicolegal requirements. 


Allan Green, M.D., Fairfield, Calif. 


Answer.—All obstetric patients, regardless of 
whether they are to be delivered in large hospitals, 
in small ones, or even at home, should have the 
following laboratory procedures: blood type and 
Rh factor determination, Kahn or Wassermann test, 
chest x-ray (preferably by means of a 14-by-17-in. 
plate rather than with use of a microfilm), red 
blood cell count, and hemoglobin level determina- 
tion at the first visit and near term and repeated 
urine examinations. All patients admitted for minor 
operations should have the following examinations 
performed: complete blood cell count, urine exam- 
ination, chest x-ray, and Wassermann or Kahn test. 
If the patient is anemic, the blood type and Rh 


factor should also be determined. 


ANSWER.—The matter of minimal requirements 
for laboratory tests on obstetric patients or those to 
have herniorrhaphy, hemorrhoidectomy, or dilata- 
tion and curettage is a matter of the best judg- 
ment of the physician. As far as a hospital is 
concerned, the Joint Commission on Accreditation 
of Hospitals requires that all patients admitted to 
a hospital as inpatients should have a urinalysis and 
at least a hemoglobin level or hematocrit determ- 
ination. It is understood by them that, even though 
it is a mandatory requirement, use of judgment still 
exists; an emergency delivery or an emergency 
operation voids this regulation if it is to the detri- 
ment of patient care. The law requires that a 
hospital exercise ordinary due care and judgment 
in the handling of its patients, and it would appear 
that this minimal requirement is justified. Anything 
else should be a matter of judgment by the physi- 
cian. Routine chest x-rays and serologic tests for 
syphilis should also be matters of judgment by the 
hospital medical staff. If the type of hospital and 
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community indicates it, they should be performed; 
if not, they should only be done at the discretion 
and judgment of the physician on the case. 


Answer.—Routine tests, as a rule, should be dis- 
couraged; however, certain tests almost always 
should be included in the evaluation of an obstetric 
or surgical patient. Every patient who is to undergo 
general anesthesia should be given a complete 
physical examination, and a thoracic roentgeno- 
gram, determination of hemoglobin level, and urin- 
alysis also should be done. For the obstetric 
patient, urinalysis should be performed once a 
month during the pregnancy. The hemoglobin level 
determination also should be made at frequent 
intervals, especially if the findings on any determ- 
ination are abnormal. For both categories of pa- 
tients, a test for syphilis usually is included. The 
feasibility of ordering this routinely may be ques- 
tioned because of the infrequency of positive 
findings, but the hazards—medical and medicolegal 
—of missing a case are considerable. The attending 
physician may, at his election, omit certain 
roentgenograms or tests if he is well acquainted 
with the patient’s medical history or if a complete 
examination has been made recently. 


STEIN-LEVENTHAL SYNDROME 

To THE Eprtor:—A 15-year-old girl has moderate 
facial hypertrichosis, menstrual irregularity, and 
obesity. Her father is mildly diabetic, and dia- 
betes existed in the maternal and paternal grand- 
parents. Hairiness is excessive in the pubic region 
and moderate on the face and extremities. 
Menarche began at the age of 12, but she had 
only three periods in 1957. She is inactive physi- 
cally and a poor student. She has been taking 1 
to 2 grains (0.05 to 0.13 Gm.) of thyroid daily 
off and on for two years. Her clitoris is normal, 
and results of rectal examination were negative. 
There are no striae. Her basal metabolic rate 
after the thyroid medication was discontinued for 
six weeks was -22%. Her blood sugar level was 
90 mg. per 100 cc. and her cholesterol level 170 
mg. per 100 cc. The 17-ketosteroids value was 
8 mg. in 24 hours. The patient is particularly con- 
cerned with the facial hairiness. Would there be 
any value in attempting steroid therapy with a 
view to suppression of adrenal corticosteroid 
output? What is the prognosis in the Stein- 
Leventhal syndrome? 

Milton Vainder, M.D., Chicago. 


Answer.—Steroid therapy should not be at- 
tempted unless there is evidence of adrenocortical 
hyperfunction by excessive excretion of 17-keto- 
steroids. The excretion of 8 mg. in 24 hours is not 
significantly excessive (normal adult female range, 
5-14 mg. in 24 hours). Also, further diagnostic 
studies are indicated in this case. Hirsutism, ir- 
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regular and diminishing menses, obesity, and slight 
elevation of the fasting blood sugar level are com- 
patible with early Cushing’s syndrome (adreno- 
cortical hyperfunction ). A glucose tolerance curve 
might be informative (diabetic type of disease 
without glycosuria). The circulating eosinophils 
are generally low. Probably most significant would 
be the determination of the level of plasma 17- 
hydrocorticosteroids, which is usually increased. 
There is also the possibility that this girl is hypo- 
thyroid and that the hypertrichosis is constitutional. 
As the basal metabolic rate determination may not 
be reliable, a chemical protein-bound iodine or 
butanol extractable iodine test should be done 
before considering more complicated diagnostic 
studies. The Stein-Leventhal syndrome (polycystic 
ovaries) is a good possibility in diagnosis (Stein, 
Am. J. Obst. & Gynec. 50:385, 1945). Hirsutism, 
amenorrhea, and obesity are usually present in this 
disease. 17-ketosteroid excretion is normal or only 
slightly increased, follicle-stimulating hormone 
excretion is normal, and estrogen activity is low. 
Pneumoroentgenography mav be performed before 
considering either peritoneoscopy, culdoscopy, or 
exploratory laparotomy (Stein, Am. J. Obst. & 
Gynec. 50:385, 1945; Kunstadter and Tulsky, Am. J. 
Obst. & Gynec. 68:819, 1954). The technique is 
simple, and valuable information may be obtained 
as to the size, shape, position, and radiolucency of 
the ovaries, as well as the uterus. If the diagnosis 
of polycystic ovaries appears likely, laparotomy 
may be performed; if it is confirmed, wedge- 
shaped resection, as advocated by Stein and co- 
workers (Am. J. Obst. & Gynec. 58:267, 1949), may 
be done. 


DIFFERENT BLOOD PRESSURE 

IN THE TWO ARMS 

To THE Eprror:—What is the significance, in a 
man 81 years of age, of a blood pressure of 
180/70 mm. Hg in the right arm and 150/70 mm. 
Hg in the left arm? There is no evidence of 
active lung, pleural, or mediastinal disease. The 
cardiac and aortic shadows are within normal 
limits. The patient smokes 18 to 20 cigars daily, 
eats two meals a day, and otherwise appears to 
be in good health. 


W. Forest Dutton, M.D., Noel, Mo. 


Answer.—A difference of 20 mm. Hg in systolic 
blood pressure in the two arms is within normal 
limits. A difference of 30 mm. Hg with a normal 
diastolic pressure in a man of this age is indicative 
of a narrowing of the innominate or right sub- 
clavian artery. Aortic arch syndrome and pulseless 
disease are possible diagnoses, but narrowing due 
to arteriosclerosis is the more likely cause of the 
difference in a man of this age. Additional studies 
are not recommended, because there are no symp- 
toms and the chest x-ray finding is negative. This 
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consultant is reluctant to suggest changes in the 
habits of elderly individuals who are otherwise 
healthy. 


DETERMINING PRIMARY MALIGNANCY 

SITE FROM METASTATIC LESION 

To THE Eprror:—In dealing with metastatic lesions 
from various parts of the body, including lymph 
nodes, soft tissue, or bone, how often should the 
pathologist be able to determine accurately the 
primary site of the malignancy? The cases con- 
cerned with here usually present no definite pri- 
mary site clinically or else an adequate history is 
not available. Histologically, some of these meta- 
static lesions are anaplastic and others show an 
acinar or papillary picture. Are there published 
statistics on this question, or would it be possible 
to give an estimate? 

M.D., Pennsylvania. 


ANSWER.—Statistics offer no specific help in es- 
tablishing the site of a primary carcinoma when a 
metastasis is submitted to examination. Several 
factors other than the specific histological structure 
of the metastatic tumor can contribute evidence in 
determining the probable site of the primary car- 
cinoma. Among these is the distribution pattern of 
the metastases. Small carcinomas of the nasophar- 
ynx may cause no focal symptoms. The distribu- 
tion of metastases into lymph nodes of the neck 
and the specific structure of the metastatic carci- 
noma in these provide full evidence for placing the 
primary site in the nasopharynx. This can be true 
of metastases from a symptomless carcinoma of the 
thyroid, those from an anaplastic small-cell bron- 
chogenic tumor, and remote metastases from a hy- 
pernephroid carcinoma of the kidney, a cancerous 
pigmented nevus of the skin, a papillary carcinoma 
of the ovary, a mucinous or glandular carcinoma 
of the gastrointestinal tract, and so on with many 
other cancerous tumors. However, numerous car- 
cinoma metastases in biopsies have a_ structure 
which suggests only several possible sites of or- 
igin. These sites should be listed in their order of 
probability. The above general comments apply to 
biopsy tissues removed for diagnosis. The problem 
of locating a small primary carcinoma occurs also 
in an autopsy examination. In both fields a large 
experience in the morphology of cancerous tissues 
is helpful, and in the autopsy meticulous attention 
to minutiae is basic. The percentage in correctly 
locating the primary focus on the basis of histo- 
logical structure of a metastasis should be consid- 
ered on the basis of (1) a specific tumor site and 
(2) all carcinomas. Among the specific carcinomas 
are some where, on the basis of histology in the 
metastasis, the accuracy can approach 100%; of 
others the range is all the way to 0. The percentage 
for all tumors requires statistics from many labo- 
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ratories in order to cover the total range of tissue 
samples. The average of these would be an answer, 
but, after all, not specifically helpful. 


EPILEPSY AND LOW BLOOD SUGAR LEVEL 


To THE Eprror:—Two years ago, an 18-year-old 
boy was thrown clear from an open car. He was 
dazed for a few minutes but was able to walk 
away from the scene of the accident. Several 
months later he had a serious case of infectious 
hepatitis, from which he apparently recovered. 
However, this was followed by the development 
of typical epileptic seizures—though an electro- 
encephalogram done at that time was reported 
to be normal. Treatment with 6 grains (0.39 Gm.) 
of diphenylhydantoin sodium and 3 grains (0.19 
Gm.) of phenobarbital per day was ineffective. 
A neurologist has declared that a recent electro- 
encephalogram was typical for epilepsy. All the 
patient’s “spells” occur in the fasting state and 
always in the morning. He can, however, skip a 
meal easily without any ill effects and without 
inviting any trouble or seizures. The boy was 
very much depressed, in part, at least, because 
of the medication. His basal metabolic rate was 
--26%, and his school record was poor. Substitu- 
tion of thyroid extract for the previous medica- 
ments changed the picture; avoidance of any 
long period of fasting and breakfast in bed has 
so far abolished any seizures. His blood sugar 
levels have varied between 60 and 80 mg. per 
100 cc., no matter when they have been taken— 
at the time of his awakening in the morning, 
before his breakfast in bed, and shortly after 
breakfast ‘consisting of toast, coffee. eggs, and 
bacon). They even stayed within this range after 
a tolerance test with 100 Gm. of dextrose was 
done. What is the explanation of this peculiar 
pattern of blood sugar level? At no time did the 
level dip low enough to suggest the diagnosis of 
hyperinsulinism. What else can be done to con- 
frm or deny the diagnosis of epilepsy? 

M.D., New York. 


AnswerR.—The diagnosis of epilepsv rests pri- 
marily on the description of the seizure, which is 
not given. The abnormal electroencephalogram is 
supportive, but here again a description of the ab- 
normality would be helpful. Around the time of 
waking is a favorite time for seizures, whatever 
the cause, to occur. To be significant, the blood 
sample should be taken at the onset of a seizure. 
A more profound hypoglycemia induced by the 
injection of insulin might bring on a convulsion. 
Any blood sugar curve should cover a period of 
five hours. It seems unlikely that a blood sugar 
level at the lower edge of normal and the seizures 
are related. The question, then, is the cause of a 
consistently rather low blood sugar level. A func- 
tional hypoglycemia may be related to dysfunction 
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of liver or thyroid. This patient has a history of 
jaundice and low basal metabolic rate. Diabetes 
may accompany hyperthyroidism, and, conceivably, 
the reverse condition might exist here. The present 
freedom from attacks is due more likely to the use 
of thyroid than to having breakfast in bed. Repe- 
tition of the metabolism test and of the electro- 
encephalogram would be in order. The book “Diag- 
nosis and Treatment of Convulsive Disorders in 
Children” by Livingston (Springfield, Ill., Charles 
C Thomas, Publisher, 1954) gives background in- 
formation. 


TREATMENT OF MANSON’S 
SCHISTOSOMIASIS 


To THE Eprror:—Please give advice on treatment 
for relapse of Manson’s schistosomiasis in a 
2-year-old girl weighing 29 lb. (13.2 kg.). She 
has previously been treated with stibophen, given 
intramuscularly for a total dosage of 16.65 cc. 


David R. Edwards, M.D., Sedalia, Mo. 


AnswerR.—The inquiry makes no reference to 
the source of infection, number of ova per gram 
of feces, enlargement of spleen and liver, presence 
of ascites, or severity of symptoms. There is no 
highly effective, well-tolerated drug for the treat- 
ment of schistosomiasis. Nevertheless, two kinds 
of drugs are available to the practitioner: 1. Anti- 
monials, such as antimony sodium tartrate, stibo- 
phen, and antimony lithium thiomalate, kill adult 
worms as well as ova. 2. A thiaxanthone, miracil D, 
kills primarily adult schistosomes. It is most effec- 
tive against Schistosoma haematobium, less effec- 
tive against S. mansoni, and ineffective against S. 
japonicum. Antimony sodium tartrate is still re- 
garded as the most effective antimonial. Its use is 
recommended provided that the patient does not 
have ascites and the liver is not markedly cirrhotic. 
It should be administered intravenously and very 
slowly. A long or short (one to three days) thera- 
peutic regimen may be chosen. The likelihood of 
severe systemic reactions, including fatality, is 
much greater with the short course of therapy. For 
the long course the dose is 2 mg. per kilogram 
of body weight, given on alternate days. With a 
1% sterile solution of antimony potassium tartrate 
(tartar emetic), the dosage regimen for this child 
should be 1 ml. on the first day, 1.5 ml. on the 
third, and 2 ml. on the fifth, thereafter, 2 ml. on 
alternate days until a total of 18 injections are 
given. The cure rate is about 90%, Commonest 
side-effects are cough, vomiting, thoracic, abdom- 
inal, muscular, and articular pains, reversible in- 
version of T waves on the electrocardiogram, and 
urticaria. Urticaria may be due to reaction from 
the drug or to destruction of parasites. Miracil D 
is available in the form of 0.2-Gm, tablets. The 
dosage is 6 to 20 mg. per kilogram of body weight 
per day for 8 to 20 days. The course of treatment 
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may be repeated. For this child, the administration 
of one-half tablet after breakfast and supper is 
recommended, The cure rate with this drug is 
20 to 50%. Simultaneous administration of 5 drops 
of belladonna tincture and dimenhydrinate may 
reduce the intensity of side-effects, which consist 
of anorexia, nausea, vomiting, vertigo, tremors, in- 
somnia, headaches, pruritis, yellow discoloration of 
skin and, occasionally, cutaneous eruptions. 


EAR DAMAGE AND THE TELEPHONE 

To THE Eprror:—A woman, aged 34, was recently 
conversing on the telephone with a neighbor 
during a storm. The patient was soon after found 
on the floor, and the telephone was “dead.” Ex- 
amination revealed a large polygonal shaped 
perforation of the tympanic membrane and re- 
duced hearing. Thirty-six hours later the patient 
had a serosanguinous discharge from which hemo- 
lytic streptococcus was isolated. From the onset, 
the patient experienced a severe vertigo which 
has persisted to the time of writing (eight days). 
A nystagmus is present and fairly marked, but 
diminishing. On the seventh day after the alleged 
injury the patient developed a mild facial paraly- 
sis on the same side. Are there any cases on 
record of a patient receiving an injury trans- 
mitted through a telephone during an electrical 
storm? 


Ben K. Williamson, M.D., Moline, Ill. 


ANSWER.—Telephones usually are well grounded. 
Accidents with or without personal injury are rare. 
In the absence of grounding for any cause, and 
occasionally in the presence of grounding, electric 
storms may do damage, chiefly to telephone in- 
struments. When persons are injured, the cause 
usually resides in high-level and, commonly, high- 
frequency sound and is not a direct effect of light- 
ning. Such high-sound energy as a concussion or 
an impact effect may rupture the tympanic mem- 
brane and induce partial deafness and vertigo. The 
discharge of firearms in proximity to the ear is 
also a frequent cause. The initial damage here de- 
scribed is consonant with noise injury. The sound 
required could be transmitted by the telephone, 
originating nearby or far away in relation to 
lightning phenomenon. On the other hand, the 
telephone was not necessarily involved in the caus- 
ation. A high intensity clap of thunder in the im- 
mediate vicinity could have produced the damage. 
In that instance injury to both ears would have 
been an increased prospect. The assumption is 
that the ear against the telephone receiver was 
the one damaged. The subsequent developments 
of nystagmus and facial paralysis may not be at- 
tributed to direct sound-energy effects; such may 
relate to the secondary infection mentioned. If a 
direct stroke of lightning were involved, with dam- 
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age to the household telephone instruments, that 
fact would be known to the telephone company 
and might appear in the repair record. 


TOXICITY OF FLUORESCENT TUBES 

To THE Eprror:—The injurious effects of beryllium 
on contact or inhalation have been known for 
many years. What chemicals are used in the 
manufacture of the present-day fluorescent tube? 
What toxicity is present on topical or oral con- 
tact? What measures should be taken if a pa- 
tient accidentally takes food contaminated with 
any of the toxic material? 


J. E. B. Ziegler, M.D., Eau Claire, Wis. 


ANSwER.—At the present time major producers 
of fluorescent lighting tubes make no use of berylli- 
um, and not since 1949 has this been the case. How- 
ever, it is suspected that many smaller and petty 
manufacturers of such tubes still may be using 
beryllium on an irregular basis. This is more likely 
to be true of the sign type of tube, since in the com- 
plex bending of such tubes presently employed 
phosphors tend to drop off or to crack. The occur- 
rence of some cases of beryllium poisoning from 
fluorescent tubes at the present time should not be 
regarded as impossible. While there are many 
guarded trade secrets in lamp phosphors, it is known 
that the current commoner ones are zinc silicate, 
calcium lead tungstate, calcium lead manganese 
silicate, and calcium iead silicate, with an occa- 
sional use of magnesium arsenate and equally rare- 
ly of an antimony salt. It is possible that some cal- 
cium phosphates may be utilized. The manufactur- 
ers discourage the use of arsenic phosphors because 
of possible damage to humans. The use of lead is 
carefully safeguarded among major manufacturers. 
It is unlikely that any damage from lead would 
arise in connection with a single broken tube, such 
as was the case when beryllium was in wide appli- 
cation. There are good reasons to believe that the 
chief locus of damage to workers from phosphors 
is in the small shops, which exist by the hundreds 
but wherein some phosphors are made under crude 
manufacturing conditions. In connection with some 
fluorescent tubes small quantities of metallic mer- 
cury may be introduced, but such mercury is for 
purposes apart from that of the true phosphors. 


REMOVAL OF HEMANGIOMA 
To THE Eprror:—Please give information on pres- 
ent methods of removing a hemangioma. Is re- 
moval by dry ice, liquefied carbon dioxide, and 
x-ray considered a surgical or a medical proce- 
dure? 
John H. Patterson, M.D., Boise, Idaho. 


ANSWER.—The method of choice for removing a 
hemangioma depends on the lesion. A selection of 
modality must be made according to the size, 
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depth, location, and age of the tumor. Thorium-X 
or grenz rays or tattooing is the recommended 
treatment in superficial lesions, such as the port- 
wine stain (nevus flammeus). For slightly thicker 
lesions (the strawberry mark), solid carbon dioxide 
is the best therapeutic agent. For still deeper neo- 
plasms (cavernous hemangiomas), sclerosing sub- 
stances, x-ray, radium, or excision would be pre- 
ferred. The older the lesion, the less response there 
will be to freezing or radiation. Location over an 
epiphysis or on the female breast contraindicates 
use of x-ray or radium. Such therapy may interfere 
with the growth of bones or the breast. Often scar- 
ring is more marked on the feet or on the chest, so 
that destructive measures (cryosurgery or electro- 
surgery) are inadvisable. Many hemangiomas, 
especially those of the cavernous type, tend to 
recede spontaneously. Consequently, some authori- 
ties recommend withholding treatment in such tu- 
mors. However, spontaneous regression does not 
always occur, or it may be partial only; growth 
may be rapid in some instances if treatment is not 
given, and spontaneous healing may leave scarring. 
Furthermore, procrastination makes treatment more 
difficult or less successful, particularly after the pa- 
tient has passed the age of six months. Therefore, 
prompt institution of treatment is recommended by 
this consultant. Most insurance companies consider 
radiation and injection therapy as medical pro- 
cedures and cryosurgery as a destructive surgical 
maneuver. However, this is a matter of definition 


only. 


BRITISH VERSUS UNITED STATES TYPES 
OF POLIOMYELITIS VACCINE 


To THE Eprror:—I/nformation is requested relative 
to the comparative efficacy of the British type of 
poliomyelitis vaccine and that used in the United 
States. Specifically, an American family which 
returned to the United States last summer had 
received two injections, three weeks apart, of 
the British vaccine. What procedure should be 
used to raise their active immunity to the same 
level which would be expected from the Ameri- 
can product given in the usual three doses? 


Leo P. Schultz, M.D., Allendale, N. J. 


Answer.—All available evidence indicates that 
the British poliomyelitis vaccine is at least as po- 
tent as American vaccines. In the British Medical 
Journal (2:1207, 1957) was presented a report to 
the Medical Research Council, “Serological Re- 
sponse of Children to the Third Dose of Polio- 
myelitis Vaccine,” recording the antibody response 
of a group of 100 children who initially had no 
detectable poliomyelitis antibodies. The findings 
were similar to those reported by Salk (J. A. M. A. 
162:1451-1459 [Dec. 15] 1956) and Brown and 
Smith (J. A. M. A. 161:399-403 [June 2] 1956), with 
the exception that higher mean antibody levels 
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were recorded after injection with the British vac- 
cine, although the details of the laboratory pro- 
cedures were not entirely comparable. Thus, there 
is no reason to deviate from the standard inocula- 
tion schedule. The third injection may be given 
with American vaccine, with the third dose spaced 
at the usual interval—at least six or seven months 
after the first two. 


DYSHIDROSIS 


To THE Eprror:—A 63-year-old man has had a pal- 
mar and plantar vesicopustular eruption for 
about six months. The contents of this herpes- 
like eruption are slightly purulent. The condition 
has been increasing, with intervals during which 
it practically disappears and then returns in three 
or four days. There is no itch or pain. A few 
months ago, 120 mg. of cortisone was admin- 
istered for an acute lumbar sprain, with satis- 
factory results; this treatment, incidentally, made 
the eruption disappear for three weeks. Blood 
cell count, sedimentation rate, and blood chem- 
istry findings were essentially normal except for 
slight elevation of the blood urea nitrogen level 
(20-25 mg. per 100 cc.) and the cholesterol level 
(330 mg. per 100 cc.). Examinations of vesicle 
content for fungus, as well as bacterial culture, 
revealed nothing. Treatment with tar and resor- 
cinol preparations did not change the picture. Is 
there any therapy that can be suggested for this 
skin condition? It is neither painful nor disabling 
but rather annoying due to its length of existence. 


W. Scheffler, M.D., Merchantville, N. J. 


ANSwER.—It is difficult, one might even say im- 
possible, to diagnose an eruption from a written 
description. However, from the information fur- 
nished it seems as though this entity could be 
classified as dyshidrosis or pompholyx. A suggested 
treatment would be superficial fractional x-ray 
therapy, a 1% hydrocortisone ointment applied 
locally twice a day, and pHisoderm (a sudsing, 
emollient, detergent cream containing sodium octyl- 
phenoxyethoxyethyl ether sulfonate, lanolin cho- 
lesterols, lactic acid, and petrolatum) used regu- 
larly for washing the hands and for bathing. The 
prognosis in this condition is reasonably good with 
this therapeutic regimen. 


MACERATION OF THE FETUS 
To tHe Eprror:—How long does it take, after 
death, for a fetus to become macerated? 
E. W. Johnson, M.D., Bemidji, Minn. 


ANsweR.—The earliest evidence of maceration is 
known as “skin slipping” and is demonstrated by 
applying oblique pressure to the skin, which re- 
sults in separation of the epidermis. It is believed 
this ordinarily does not occur until 8 to 10 hours 
after death. Actual separation of the skin, some- 
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times accompanied by the formation of bullae, does 
not ordinarily appear until about 24 hours after 
death. Degeneration of internal organs begins im- 
mediately after death, and there may be consider- 
able softening and extravasation of blood within 8 
to 10 hours. All changes are thought to occur some- 
what more rapidly in the presence of maternal 
fever. 


UROLOGIC TESTING WITH INDIGO 

CARMINE 

To THE Eprror:—When indigo carmine is given in- 
travenously to a 83-year-old child during the 
course of urologic studies, is any portion of it ex- 
creted other than through the kidneys? In normal 
or in greater than normal dosage, would it be 
possible that any part of the dye would be 
routed through the liver into the bile unchanged 
and show up in the feces as a bluish or greenish 
discoloration? Is any toxic reaction in the liver 
associated with the use of this dye? 


M.D., California. 


ANSwER.—Approximately 25% of indigo carmine 
injected intravenously may be recovered in the 
urine. The exact fate of the remainder is unknown. 
It has been stated that the liver can store and excrete 
the dye (McCarthy and others, Tr. Am. A. Genito- 
Urin. Surgeons 22:389, 1929; Lacy and others, Cir- 
culation Res. 3:570, 1955). The amount of dye 
stored in the liver and the rate of its excretion, how- 
ever, have not been established. In experiments 
carried out on dogs, this consultant has adminis- 
tered indigo carmine intravenously in doses 20 
times greater per kilogram of body weight than is 
customarily employed in humans. On the basis of 
these studies and from clinical experience, it is this 
consultant’s opinion that indigo carmine neither 
discolors the feces nor causes toxic effects in the 
liver. 


GOUT AND PURINE INTAKE 
To THE Eprror:—What is the current opinion about 
the harm or the lack of harm in the consumption 
of coffee, tea, and cocoa by a patient with gout? 
Harry H. Brenner, M.D., Norwood, Mass. 


ANnswerR.—In the present-day management of pa- 
tients with chronic gout, the strict avoidance of 
purine intake as previously advocated is no longer 
necessary. The use of a uricosuric agent, such as 
probenecid, to control blood and tissue uric acid 
levels and the administration of steroids and/or 
colchicine for acute episodes obviate severe dietary 
control. It is well, however, to restrict purine intake 
during an acute attack. Since caffeine belongs in 
the purine group (though it probably is not con- 
vertible into uric acid) it should be avoided at 
these times. 


QUESTIONS AND ANSWERS 1903 


PROLONGED URETHRAL DISCHARGE 

To tHE Epiror:—A man, 40 years of age, con- 
tracted gonorrhea about four years ago. He 
thought it would cure itself, and it was two 
months later before he sought medical help. He 
has been treated with penicillin, several other 
antibiotics, sulfonamides, irrigations with po- 
tassium permanganate, and massage of the pros- 
tate. Although no gonococci have been found for 
six or eight months, he still has an annoying dis- 
charge. How can it be stopped? 

M.D., Ohio. 


ANswer.—Assuming that cultures of the urethral 
discharge exclude Neisseria gonorrhoeae, the next 
indicated procedure is calibration of the urethra to 
determine if there is any narrowing. If any is found, 
dilatations with appropriate sounds up to 26 or 
28 F. might clear up the discharge. Failing to find 
any narrowing, one should make a_ urethroscopic 
examination. This might show a periurethral pock- 
et or some wide-caliber irregularity in the urethra 
which keeps it inflamed. In rare instances a ure- 
throgram is helpful. In probably the majority of 
cases, however, a discharge is kept active by the 
patient’s daily stripping or milking the urethra to 
see if he is well. He should be cautioned not to do 
this and, above all, in the absence of other symp- 
toms, to stop worrying about the discharge. One 
must be careful to avoid overtreatment in a case of 


this kind. 


SUCROSE AND GLUCOSE FOR BLOOD 
SUGAR TESTS 
To tHE Eprror:—What is the relationship, if any, 
of the blood sugar values (determined by the 
Folin-Wu method) after glucose and after table 
sugar (sucrose) have been administered orally? 
Harold D. Cross, M.D., Bangor, Maine. 


ANSWER.—Sucrose as a substitute for glucose in 
tolerance tests, at the suggestion of Folin, has 
been emploved with satisfactory results. As one 
would suppose, the chief difference is in the time 
it takes for the blood sugar level to rise, which is 
somewhat longer with sucrose than with glucose. 
There are no advantages or disadvantages to its 
use. 


MULTIPLE SCLEROSIS AND STEROIDS 
To tHE Eprror:—Is corticotropin gel of any value 
in the treatment of multiple sclerosis? 
J. J. Johnson Jr., M.D., Las Vegas, N. Mex. 


Answer.—Except that this repository form of 
corticotropin is said to be effective for 24 to 72 
hours, the pharmacological activity is in no way 
different from that of other forms of the drug. Sev- 
eral observers have felt that corticotropin helped to 
abort or ameliorate acute exacerbations of recent 
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depth, location, and age of the tumor. Thorium-X 
or grenz rays or tattooing is the recommended 
treatment in superficial lesions, such as the port- 
wine stain (nevus flammeus). For slightly thicker 
lesions (the strawberry mark), solid carbon dioxide 
is the best therapeutic agent. For still deeper neo- 
plasms (cavernous hemangiomas), sclerosing sub- 
stances, x-ray, radium, or excision would be pre- 
ferred. The older the lesion, the less response there 
will be to freezing or radiation. Location over an 
epiphysis or on the female breast contraindicates 
use of x-ray or radium. Such therapy may interfere 
with the growth of bones or the breast. Often scar- 
ring is more marked on the feet or on the chest, so 
that destructive measures (cryosurgery or electro- 
surgery) are inadvisable. Many hemangiomas, 
especially those of the cavernous type, tend to 
recede spontaneously. Consequently, some authori- 
ties recommend withholding treatment in such tu- 
mors. However, spontaneous regression does not 
always occur, or it may be partial only; growth 
may be rapid in some instances if treatment is not 
given, and spontaneous healing may leave scarring. 
Furthermore, procrastination makes treatment more 
difficult or less successful, particularly after the pa- 
tient has passed the age of six months. Therefore, 
prompt institution of treatment is recommended by 
this consultant. Most insurance companies consider 
radiation and injection therapy as medical pro- 
cedures and cryosurgery as a destructive surgical 
maneuver. However, this is a matter of definition 


only. 


BRITISH VERSUS UNITED STATES TYPES 

OF POLIOMYELITIS VACCINE 

To THE Eprror:—I/nformation is requested relative 
to the comparative efficacy of the British type of 
poliomyelitis vaccine and that used in the United 
States. Specifically, an American family which 
returned to the United States last summer had 
received two injections, three weeks apart, of 
the British vaccine. What procedure should be 
used to raise their active immunity to the same 
level which would be expected from the Ameri- 
can product given in the usual three doses? 


Leo P. Schultz, M.D., Allendale, N. J. 


Answer.—All available evidence indicates that 
the British poliomyelitis vaccine is at least as po- 
tent as American vaccines. In the British Medical 
Journal (2:1207, 1957) was presented a report to 
the Medical Research Council, “Serological Re- 
sponse of Children to the Third Dose of Polio- 
myelitis Vaccine,” recording the antibody response 
of a group of 100 children who initially had no 
detectable poliomyelitis antibodies. The findings 
were similar to those reported by Salk (J. A. M. A. 
162:1451-1459 [Dec. 15] 1956) and Brown and 
Smith (J. A. M. A. 161:399-403 [June 2] 1956), with 
the exception that higher mean antibody levels 
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were recorded after injection with the British vac- 
cine, although the details of the laboratory pro- 
cedures were not entirely comparable. Thus, there 
is no reason to deviate from the standard inocula- 
tion schedule. The third injection may be given 
with American vaccine, with the third dose spaced 
at the usual interval—at least six or seven months 
after the first two. 


DYSHIDROSIS 


To THE Eprror:—A 63-year-old man has had a pal- 
mar and plantar vesicopustular eruption for 
about six months. The contents of this herpes- 
like eruption are slightly purulent. The condition 
has been increasing, with intervals during which 
it practically disappears and then returns in three 
or four days. There is no itch or pain. A few 
months ago, 120 mg. of cortisone was admin- 
istered for an acute lumbar sprain, with satis- 
factory results; this treatment, incidentally, made 
the eruption disappear for three weeks. Blood 
cell count, sedimentation rate, and blood chem- 
istry findings were essentially normal except for 
slight elevation of the blood urea nitrogen level 
(20-25 mg. per 100 cc.) and the cholesterol level 
(330 mg. per 100 cc.). Examinations of vesicle 
content for fungus, as well as bacterial culture, 
revealed nothing. Treatment with tar and resor- 
cinol preparations did not change the picture. Is 
there any therapy that can be suggested for this 
skin condition? It is neither painful nor disabling 
but rather annoying due to its length of existence. 


W. Scheffler, M.D., Merchantville, N. J. 


ANsweER.—It is difficult, one might even say im- 
possible, to diagnose an eruption from a written 
description. However, from the information fur- 
nished it seems as though this entity could be 
classified as dyshidrosis or pompholyx. A suggested 
treatment would be superficial fractional x-ray 
therapy, a 1% hydrocortisone ointment applied 
locally twice a day, and pHisoderm (a sudsing, 
emollient, detergent cream containing sodium octyl- 
phenoxyethoxyethyl ether sulfonate, lanolin cho- 
lesterols, lactic acid, and petrolatum) used regu- 
larly for washing the hands and for bathing. The 
prognosis in this condition is reasonably good with 
this therapeutic regimen. 


MACERATION OF THE FETUS 
To tHe Eprror:—How long does it take, after 
death, for a fetus to become macerated? 
E. W. Johnson, M.D., Bemidji, Minn. 


ANSWER.—The earliest evidence of maceration is 
known as “skin slipping” and is demonstrated by 
applying oblique pressure to the skin, which re- 
sults in separation of the epidermis. It is believed 
this ordinarily does not occur until 8 to 10 hours 
after death. Actual separation of the skin, some- 
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times accompanied by the formation of bullae, does 
not ordinarily appear until about 24 hours after 
death. Degeneration of internal organs begins im- 
mediately after death, and there may be consider- 
able softening and extravasation of blood within 8 
to 10 hours. All changes are thought to occur some- 
what more rapidly in the presence of maternal 
fever. 


UROLOGIC TESTING WITH INDIGO 

CARMINE 

To tHE Eprror:—When indigo carmine is given in- 
travenously to a 3-year-old child during the 
course of urologic studies, is any portion of it ex- 
creted other than through the kidneys? In normal 
or in greater than normal dosage, would it be 
possible that any part of the dye would be 
routed through the liver into the bile unchanged 
and show up in the feces as a bluish or greenish 
discoloration? Is any toxic reaction in the liver 
associated with the use of this dye? 


M.D., California. 


ANSwER.—Approximately 25% of indigo carmine 
injected intravenously may be recovered in the 
urine. The exact fate of the remainder is unknown. 
It has been stated that the liver can store and excrete 
the dye (McCarthy and others, Tr. Am. A. Genito- 
Urin. Surgeons 22:389, 1929; Lacy and others, Cir- 
culation Res. 3:570, 1955). The amount of dye 
stored in the liver and the rate of its excretion, how- 
ever, have not been established. In experiments 
carried out on dogs, this consultant has adminis- 
tered indigo carmine intravenously in doses 20 
times greater per kilogram of body weight than is 
customarily employed in humans. On the basis of 
these studies and from clinical experience, it is this 
consultant’s opinion that indigo carmine neither 
discolors the feces nor causes toxic effects in the 
liver. 


GOUT AND PURINE INTAKE 
To THE Eprror:—What is the current opinion about 
the harm or the lack ef harm in the consumption 
of coffee, tea, and cocoa by a patient with gout? 
Harry H. Brenner, M.D., Norwood, Mass. 


Answer.—In the present-day management of pa- 
tients with chronic gout, the strict avoidance of 
purine intake as previously advocated is no longer 
necessary. The use of a uricosuric agent, such as 
probenecid, to control blood and tissue uric acid 
levels and the administration of steroids and/or 
colchicine for acute episodes obviate severe dietary 
control. It is well, however, to restrict purine intake 
during an acute attack. Since caffeine belongs in 
the purine group (though it probably is not con- 
vertible into uric acid) it should be avoided at 
these times. 


QUESTIONS AND ANSWERS 1903 


PROLONGED URETHRAL DISCHARGE 


To THE Eprror:—A man, 40 years of age, con- 
tracted gonorrhea about four years ago. He 
thought it would cure itself, and it was two 
months later before he sought medical help. He 
has been treated with penicillin, several other 
antibiotics, sulfonamides, irrigations with po- 
tassium permanganate, and massage of the pros- 
tate. Although no gonococci have been found for 
six or eight months, he still has an annoying dis- 
charge. How can it be stopped? 

M.D., Ohio. 


ANswer.—Assuming that cultures of the urethral 
discharge exclude Neisseria gonorrhoeae, the next 
indicated procedure is calibration of the urethra to 
determine if there is any narrowing. If any is found, 
dilatations with appropriate sounds up to 26 or 
28 F. might clear up the discharge. Failing to find 
any narrowing, one should make a urethroscopic 
examination. This might show a periurethral pock- 
et or some wide-caliber irregularity in the urethra 
which keeps it inflamed. In rare instances a ure- 
throgram is helpful. In probably the majority of 
cases, however, a discharge is kept active by the 
patient's daily stripping or milking the urethra to 
see if he is well. He should be cautioned not to do 
this and, above all, in the absence of other symp- 
toms, to stop worrying about the discharge. One 
must be careful to avoid overtreatment in a case of 


this kind. 


SUCROSE AND GLUCOSE FOR BLOOD 
SUGAR TESTS 
To THE Eprror:—What is the relationship, if any, 
of the blood sugar values (determined by the 
Folin-Wu method) after glucose and after table 
sugar (sucrose) have been administered orally? 
Harold D. Cross, M.D., Bangor, Maine. 


ANSWER.—Sucrose as a substitute for glucose in 
tolerance tests, at the suggestion of Folin, has 
been employed with satisfactory results. As one 
would suppose, the chief difference is in the time 
it takes for the blood sugar level to rise, which is 
somewhat longer with sucrose than with glucose. 
There are no advantages or disadvantages to its 
use. 


MULTIPLE SCLEROSIS AND STEROIDS 
To tHE Eprror:—Is corticotropin gel of any value 
in the treatment of multiple sclerosis? 
J. J. Johnson Jr., M.D., Las Vegas, N. Mex. 


ANswer.—Except that this repository form of 
corticotropin is said to be effective for 24 to 72 
hours, the pharmacological activity is in no way 
different from that of other forms of the drug. Sev- 
eral observers have felt that corticotropin helped to 
abort or ameliorate acute exacerbations of recent 
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onset. This view is endorsed by Alexander and as- 
sociates (J. A. M. A. 166:1943-1949 [April 19] 1958). 
It is relevant that these workers agreed with nu- 
merous other observations that the naturally occur- 
ring and the synthetic corticosteroids were not as 
effective as corticotropin. 


ALUMINUM HYDROXIDE AND DIETARY 

PHOSPHORUS 

To THE Eprror:—What dosage of aluminum hy- 
droxide gel is necessary to precipitate or remove 
an adequate amount of dietary phosphorus from 
a parturient’s diet when this includes 1 qt. of 
milk daily? Benjamin E. Morgan, M.D. 

Rocky Mount, N. C. 


ANsweER.—Because of the many variables and 
interrelationships involved, it is impossible to give 
a categorical reply to this question. In the first 
place, the amount of aluminum hydroxide present 
in various brands of aluminum hydroxide gel 
varies, and, in the second, of the 900 mg. of phos- 
phorus in a quart of milk, about 80% is in the inor- 
ganic form, which presumably would be that which 
would react with the aluminum hydroxide. The 
amount available for reaction would also depend 
on the other foods present in the stomach, along 
with the amount of hydrochloric acid present. 


PAGET’S DISEASE (OSTEITIS DEFORMANS) 

To THE Eprror:—What would be the treatment for 
a 44-year-old patient with Paget's disease involv- 
ing the sacrum and left femur? He has few, if 
any, symptoms. On May 11, 1956, his serum al- 
kaline phosphatase level was 7.4 Bodansky units 
per 100 cc., and on April 15, 1958, it was 12.4 
units per 100 cc. M.D., Georgia. 


ANSWER.—The treatment for Paget’s disease (os- 
teitis deformans) is symptomatic. There is no 
known effective therapy. If the patient complains 
of pain, small doses of phenylbutazone will be ef- 
fective in relieving the discomfort. One 100-mg. 
tablet of this drug each morning and evening has 
proved to be more effective than any other medi- 
cament known to this consultant. Approximately 
5% of patients with this disease develop sarcoma 
in the affected bone. A checkup x-ray every 12 
months is a justifiable precautionary measure. 


HEADACHE REACTION TO SULFONAMIDES 
To THE Eprror:—What is the physiological expla- 
nation for headaches that frequently accompany 
the internal use of sulfonamides? 
J. Richard Allison Jr., M.D., Columbia, S. C. 
ANSWER.—Headache is not generally considered 


to be a common complication of sulfonamide ad- 
ministration. However, should it occur, it is likely 
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that hypersensitivity is a possible explanation. 
Mental disturbances have been described, and 
vague “neuritides” are sometimes encountered. The 
exact mechanism is not known, and the occurrence 
is usually unpredictable. Mild, transient reactions 
have been more frequently observed in persons in 
poor health but were found infrequently in person- 
nel of the U. S. Navy during World War II 
(Thomas, J. A. M. A. 126:490-493 [Oct. 21] 1944). 


VITREOUS OPACITIES OF THE EYE 


To THE Eprror:—In the answer to the question on 
vitreous opacities of the eye, which appeared in 
THE Journat for April 5, 1958, page 1802, the 
consultant suggested vitreous implantation as a 
cure for an eye with better than normal vision. 
This procedure is completely at variance with 
sound ophthalmological practice, and the ques- 
tion should be reopened. 


Gordon M. Bruce, M.D. 
635 165th St. 
New York 32. 


To THE Eprror:—A comment on the answer to 
the question on vitreous opacities of the eye 
(J. A. M. A. 166:1802 [April 5] 1958) is in order. 
First, as to the chronic conjunctivitis, this is prob- 
ably not related to the amebic colitis. The latter 
should, of course, be treated for its own sake, but 
a more rational approach to the treatment of the 
conjunctivitis would be to make smears and cul- 
tures of scrapings of the conjunctiva. This should 
include examination for fungi. Sensitivity tests 
should then be made on any organisms recovered 
and the appropriate antibiotic prescribed. In 
many cases chronic conjunctivitis is part of a 
blepharoconjunctivitis, and these patients 
treatment of the scalp, as well as of the lids, with 
a selenium sulfide preparation is of benefit. The 
vitreous opacities are a completely separate prob- 
lem, and in a patient with normal (in this case 
better than normal) vision the surgical intervention 
suggested is absolutely contraindicated. Trans- 
plantation of vitreous is fraught with danger, 
and in every case a hole must be produced in the 
choroid and retina. The risk of hemorrhage and 
retinal detachment is obvious. In a patient with 
“30/20 vision” the opacities can only be consid- 
ered an annoyance and not a true problem. There 
is no scientifically acceptable treatment for vitre- 
ous opacities. One can only examine the fundi 
carefully to rule out lesions of the retina. Such a 
careful examination, plus a strong assurance on 
the part of the physician that the eyes are nor- 
mal, often completely alleviates the patient's 
anxiety and makes him less aware of his “float- 
ers.” David Shoch, M.D. 

700 N. Michigan Ave. 
Chicago. 
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